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1502. School Medical Inspections, their Value and 
Limitations 

I. GorDON. British Journal of Social Medicine [Brit. J. 
soc. Med.] 1, 238-250, Oct., 1947. 10 refs. 


This is a report of the results of the medical inspection 
of 2,500 children, aged from 5 years to 14 years, in Ilford 


_ from 1938-46, with a break of 44 years during the war. 


The large number of tonsillectomies (31%) and the large 
number of such operations imperfectly performed (42-4%) 
are noted. Reference is made to the low incidence, for 
example, of nematode infection, 0-36%; ear disease, 
2:6%; and nocturnal enuresis, 1-36%; while the per- 
centage of children found to be suffering from malnutri- 
tion was only 0-44. As all experienced school medical 
officers know, diagnosis is difficult in the short time 
allotted for a school medical examination; most certainly, 


__as the author says, the electric auriscope should be used 


in all such examinations. [In the abstracter’s opinion 
all children should be weighed and measured quarterly 
and physical efficiency tests should be carried out under 
the doctor’s direction by specially trained nurses or 
teachers.] The author discusses. the limitations of the 
present methods of school medical inspection and 
suggests improvements. For instance, the previous 
history of the child is often inadequate; in all cases a 
history given by parents should be compared with the 
record from the child-welfare clinic. Inaccuracies in 
the parents’ statement are sometimes found in this way. 
[The suggestion that a physiotherapist should periodic- 
ally inspect the children (entrants) is excellent. The 
abstracter has found immense benefit from such inspec- 
tions and recommends routine examinations by an ear, 
nose, and.throat surgeon in infant departments, nursery 
schools, and day nurseries. This is the type of article 
that should be read by all school medical officers, so that 
they may, if they approve, put into practice the measures 
described.] E. H. M. Milligan 


1503. The Future of Tuberculous Medical Students. 
(L’avenir des étudiants en médecine tuberculeux) 

R. Couen, C. Sors, and Y. DELANoE. Presse Médicale 
[Pr. méd.] 55, 683-684, Oct. 11, 1947. 1 ref. 


The director of the French students’ sanatorium near 
Grenoble has analysed the long-term results in 360 
medical students treated at the sanatorium between 1933 
and the end of 1944. Discussing first the type of disease 
seen in medical students as compared with that seen in 
other students, he finds that only 38% of the former had 
bilateral lesions as against 51% of the latter. Of the 
360, 62 are known to have died of tuberculosis, 50% of 


the deaths occurring either in the sanatorium or during the 
2 years following discharge. Of other students, 19% 
died, and of these 85% died within a similar interval. 
Relapses after discharge were more frequent in medical 
students (27%) than in others (18%). 

The most striking feature of the results is the pro- 
portion of patients fit for work—73%. All were advised 
during their sanatorium stay to enter the less fatiguing 
branches of medicine—for example, sanatorium or 
laboratory work. At the sanatorium many followed 
special courses on tuberculosis; and 20% have taken up 
sanatorium work, 7% are in general practice in Paris, 
21% in general practice in the provinces, and 34% are 
still studying. Of the 17% who abandoned medical 
studies nearly all were first-year students whom the 
author dissuaded from continuing. These results are 
certainly remarkable. The authors quote statistics for 
the general population, showing a mortality of 30 to 
50% in 2 years. Factors responsible for the good results 
are: early diagnosis, special facilities afforded for post- 
sanatorium care, and an economic status less precarious 
than that of other students or of the general population. 
The authors stress, in fact, that the main element in the 
prognosis of a tuberculosis patient is ‘‘ the contents of his 
purse ’’, 

[The article hardly does justice to the high quality of 
the care given at this particular sanatorium (which the 
abstracter knows personally), the enlightened methods 
of rehabilitation specifically conceived for university 
students, and the artangements for after-care. The 
French students’ tuberculosis service is unique in the 
completeness of the care and facilities it provides.]} 

M. Daniels 


1504. Bovine Tuberculosis and Tuberculosis in Child- 
hood. (Rindertuberkulose—Kindertuberkulose) 

P. ScHENK. Tuberkulosearzt [Tuberkulosearzt] 1, 67-76, 
Nov., 1947. 1 fig. 


There has been no substantial increase in the tuber- 
culosis mortality in Western Germany since 1939. The 
morbidity, however, has risen sharply. The incidence 
of extrapulmonary tuberculosis is two to three times 
higher than it was in 1939. The most serious feature is 
the rising incidence of tuberculosis in infants and children, 
notifications in Stuttgart reaching 1-4 per 1,000 popula- 
tion in 1946. This is correlated with the prevalence of 
bovine tuberculosis. Between 30 and 40% of cattle 
slaughtered in 1946 were manifestly diseased and 15-2% 
of Stuttgart’s incoming milk supply contained tubercle 
bacilli. J. R. Bignall 
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1505. Excretion of Tubercle Bacilli in the Milk of 
Tuberculous Cows. (Zur Frage der Tuberkelbazillen- 
Ausscheidung in der Milch tuberkulés_ erkrankter 
Milchkiihe) 

P. KAstLt. Schweizerische Zeitschrift fur Pathologie und 
Bakteriologie [Schweiz. Z. Path. Bakt.] 10, 403-406, 
1947. 1 ref. 


Ten healthy cows were inoculated under the skin of 
the neck with virulent tubercle bacilli. Though all 
developed tuberculous lesions in various organs, the 
udders of only 2 of the animals became infected, and 
excretion of tubercle bacilli with the milk was limited 
to these. Examination of the milk revealed: (1) bacilli 
in otherwise unchanged milk (the udders being clinically 
healthy) after 7 and 12 weeks respectively, as demon- 
strated by guinea-pig inoculation and by culture on 
Petragnani’s medium; (2) increase in the bromothymol- 
catalase figures; (3) changes in the pH; (4) increase in 
cells and volume of sediment; (5) tubercle bacilli in the 
sediment. The author emphasizes that tubercle bacilli 
are being excreted for a long time before there are any 
other changes in the milk or the udders. R. Salm 


1506. Rapid Bacteriological Examination of Ice-cream 
by Use of Membranous Filters. 6axTepHo- 
MOMOLUH M€MOpaHHblX 

F. A. FArBIsHENKO. [Gigiena] No. 9, 32-33, 
1947. 


Examinations were made to determine the titre of 
Bacterium coli in samples of ice-cream, as well as to 
assess its total contamination with other organisms. 
Ice-cream was melted in the thermostat at 45° C., placed 
in test-tubes, and diluted 1 in 10, 1 in 100, 1 in 1,000, and 
1 in 10,000 with sterile water; the contents of the test- 
tubes were then passed, 1 ml. at a time, through the 
membranous filters. The latter were then placed on 1% 
Endo agar and left in the thermostat at 37°C. for 24 
hours. In 26 out of 40 tests coliform organisms were 
found, whereas in controls seeded out by routine tech- 
nique in only 21 out of 40 tests were the same organisms 
found. Determination of the total number of micro- 
organisms in 1 g. of ice-cream was also more accurate 
when use was made of membranous filters than by the 
usual agar-plate method; colonies on the filters were 
quite distinct and could be easily counted; in 95-8% of 
cases colonies of Bact. coli were deep red with a metallic 
sheen. H. P. Fox 


1507. Comparative Efficacy of the Bacteriological and 
Various Precipitation Methods in Identifying the Cause of 
Meat Poisoning. 
MACHBIX OTpaBNeHHi) 
I. A. SHUKHAT and P. V. RUTSHTEIN. [urnena [Gigiena] 
No. 9, 33-35, 1947. 


In 46 experimental series, rabbits and white mice were 
infected intravenously, parenterally, and by the mouth 
with Salmonella enteritidis gadrtneri, S. typhi-murium, and 


S. cholerae-suis; in addition, pieces of beef weighing 
100 to 200 g. each or forcemeat were irrigated on the 
surface with 24-hour-old agar cultures of the same 
organisms. Bacteriological examination was undertaken 
in every case to isolate the causal agents from the liver, 
blood, spleen, bone marrow, and mesenteric lymph 
nodes of the experimental animals. Simultaneously 
comparative precipitation tests were carried out by the 
methods of Blumenthal and of Steinmann. The latter 
method, previously used for diagnosing dysentery, con- 
sists in adding polysaccharide hapten filtrate, obtained 
from washing out the primary seeding of infected faeces 
on the agar plate, to the corresponding homologous 
precipitating serum; a positive reaction accompanied by 
ring formation was observed in 61-3% of cases. Both 
bacteriological and precipitation methods gave positive 
results after artificial infection by the intravenous route; 
in animals killed after parenteral infection the bacterio- 
logical method gave positive results in 62:5% of cases, 
and the ring precipitation test in 77-8% of cases; pre- 
cipitation reactions by Blumenthal’s method gave either 
negative or doubtful results. Infection by mouth, even 
with massive doses, yielded negative results by all three 
methods. Examination of artificially infected meat 
gave negative results by Blumenthal’s method, positive 
results in 70% of cases by the bacteriological method and 
in 100% by Steinmann’s (hapten filtrate) method. It is 
concluded that the latter method is the most sensitive, 
and should be used in preference to the bacteriological 
method; by the former method a diagnosis can be 
established on the second day, whereas by the bacterio- 
logical method this can be done only on the fourth day. 
Blumenthal’s method is apparently unsuitable for the 
diagnosis of meat poisoning due to Salmonella organisms. 
Hi. P. Fox 


1508. Late Primary Infection and BCG Vaccination 
H. MALMRos. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 56, 267-278, Oct., 1947. 3 figs., 18 refs. 


The entire population (50,000) of Orebro, Sweden, was 
tuberculin-tested in 1944. There was a large percentage 
of negative reactors in the lower age groups, while 
almost 100% of the older adults reacted positively, 
indicating that primary tuberculous infection occurs 
generally in young adult life and not in childhood. The 
primary infection usually runs a silent course, the change 
in the tuberculin reaction often being the only evidence 
that infection has occurred, but the author does not 
consider it to be a benign process. He regards progres- 
sive pulmonary tuberculosis as a development of the 
primary infection, with which it is usually closely related 
[in time], although it is exceptional for progressive 
disease to develop directly from a primary complex. 
He rejects the view that progressive tuberculosis is usually 
the result of a later reinfection. 

B.C.G. vaccination is widely practised in Scandinavia 
because of this belief in the importance of a late primary 
infection. In Orebro all negative reactors to tuberculin 
and all newborn babies received 0-05 mg. of B.C.G. 
by Wallgren’s intracutaneous method, 18,000 vaccina- 
tions being performed during 1942-6 without serious 
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complications. Ten patients developed abscesses, which 
healed slowly. The harmlessness of B.C.G. is said to 
be fully established. Only 1 case of tuberculosis (pleural 
effusion) is known to have occurred in the 18,000 persons 
vaccinated, but because of the short period of observa- 
tion no conclusions regarding the value of B.C.G. are 
drawn. 

It is not yet possible to eradicate human tuberculosis, 
so a negative reactor to tuberculin runs a risk when 
exposed to a tuberculous infection. A scheme for the 
control of tuberculosis should provide for the B.C.G. 
vaccination of all negative reactors. The author’s very 
thorough scheme is outlined. The personnel of a 
mobile unit test all the population with tuberculin and 
take miniature radiographs of all above 14 years. A 
small fee is charged and attendance is voluntary [which 
makes the examination of 100% of the population a 
notable achievement]. All mothers are radiographed at 
maternity departments, and any mother with active 
pulmonary tuberculosis is separated from her child to 
allow time for the B.C.G. vaccination “ to take ”’. 

[The views expressed in this paper will find much sup- 
port in Britain; it is of special interest in view of the 
recent questioning of the value of B.C.G. (Wilson, Brit. 
med. J., 1947, 2, 855).] L. M. Franklin 


1509. Pertussis-parapertussis Vaccine 

A. C. RamBaR, K. Howe Lt, and E. J. DENENHOLZ. 
Journal of Pediatrics [J. Pediat.] 31, 556-559, Nov., 
1947. 1 fig., 14 refs. 


It is suspected that the clinical picture of whooping- 
cough may be produced by two closely allied infections 
due to Haemophilus pertussis and to Bacillus paraper- 
tussis, an atypical coccobacillus which is biochemically 
more active than H. pertussis but is morphologically 
indistinguishable (Eldering and Kendrick, J. Bact., 1938, 
35, 561). It has been shown that an attack of either 
pertussis or parapertussis confers no immunity against 
the other disease. Similarly, active immunization against 
pertussis does not protect against parapertussis. 

The authors therefore considered that some of the 
failures after immunization with pertussis vaccine might 
be prevented by employing a combined vaccine, and put 
this theory to the test. They prepared a vaccine in 
which each ml. contained a total of twenty billion 
(U.S. standards) of killed H. pertussis and B. parapertussis 
in approximately equal numbers. The opsono-cyto- 
phagic test was used to measure the antibody response 
after vaccination. As a preliminary, opsono-cytophagic 
indices in two groups of 25 children were investigated. 
Results in the two groups were identical and well within 
the range encountered in non-immune serum. Vaccina- 
tion of these groups was started at 6 months and inocula- 
tions were given at 1-month intervals, 1 ml. for the first 
and 2 ml. for each of the two following injections. One 
group received H. pertussis vaccine and the other the 
mixed vaccine. 

Opsono-cytophagic tests made 6, 12, and 18 months 
after vaccination indicated a high state of immunity to the 
organisms injected. The higher index for each organism 
obtained after a mixed vaccine was used suggests a 


synergistic action between the two organisms. This last 
finding, however, is at variance with that of Sauer. 
The authors recommended that vaccines given for 
whooping-cough should also contain B. parapertussis. 
B. S. P. Gurney 


1510. Statistical Evaluation of Anti-cholera Inoculation 
as a Personal Prophylactic Against Cholera and its 
Efficacy in the Prevention and Control of Cholera Epidemics 
R. ADISESHAN, C. G. PANDIT, and K. V. VENKATRAMAN. 
Indian Journal of Medical Research [Indian J. med. Res.] 
35, 131-152, July, 1947. 2 figs., 8 refs. 


This careful study is based on the experience of cholera 
in Madras in 1942-3. As all epidemiologists know, the 
evaluation of prophylactics is beset with difficulties. In 
theory the persons inoculated should be exposed to 
precisely the same risk of infection as the “ controls ”’, 
and, except in one respect—the inoculation—should differ 


‘in no possibly relevant way, such as age, sex, or social 


class, from the controls. In Madras it was not possible 
to treat a human population like guinea-pigs, but the 
authors and their collaborators have made skilful use 
of their data. They are able to show, for instance, that | 
the ages and sex distribution of patients attacked by 
cholera were not greatly different from those of the 
whole population; from this it may be inferred that the 
advantage of the “ protected ’’ was not due to age or sex 
selection. If this had been so, then, as the attack rate 
in the “* protected ’’ was low and about a quarter of the 
population was “ protected ”’, the age distribution among 
the attacked would have differed from that of the popula- 
tion. It is impossible to persuade people to accept 
inoculation unless an epidemic is threatening or has 
actually begun, and if the attack rates on inoculated 
and uninoculated are given simply as recorded at the 
end of the epidemic, the inoculated will show a lower 
attack rate, since those inoculated late in the epidemic 
were exposed to risk as uninoculated individuals in the 
earlier stages and escaped. 

To eliminate this gross fallacy the authors have com- 
puted the actual exposure to risk before and after inocula- 
tion by an actuarial method. In the whole epidemic 
the attack rate on the uninoculated was about ten times 
that on the “ protected’ and in the second and subse- 
quent waves fourteen times as great. A finer analysis 
reveals that protection through inoculation is indicated 
on the fourth day after inoculation and continues to 
increase rapidly to the seventh or eighth day. The 
authors also show that the improvement was much 
greater than in the attack rates on uninoculated in 
successive days of the epidemic. This meets the objec- 
tion that the evolution of an epidemic of cholera in time 
is rapid, so that the decline in attack rate from the 
moment of inoculation might be a merely natural event. 
The evidence of prophylactic value is cogent; on the 
other hand, it did not appear that the fatality rate on 
the ‘* protected ’’ was diminished to the same extent; 
the gross fatality rates on the two groups were 46-08 
and 63-9% respectively. An analysis of fatality rates 
in the “‘ protected ’’ tabulated by days from inoculation 
did not show any substantial improvement. The authors 
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point out that the vaccine was administered in a single 
dose and that this may be inadequate in the presence of 
massive infection. 

The authors go into the question of herd immunity 
and demonstrate that the proportion of villages having 
two or more outbreaks of cholera declines from 48 to 
9-9% as the percentage of population inoculated increases 
from less than 10 to 70% or more. Major Greenwood 


1511. Statistical Assessment of the Efficacy of Anti- 
cholera Inoculation from the Data of 63 Cheris in South 
Arcot District 

C. C. Sekar. Indian Journal of Medical Research 
[Indian J. med. Res.| 35, 153-170, July, 1947. 3 figs., 
3 refs. 


In 1915 Greenwood and Yule (Proc. R. Soc. Med., 8, 
Sect. Epidem., 113) put forward a statistical method of 
testing the efficiency of prophylactic inoculations. The 
fundamental idea was as follows. On the common-sense 
assumption that natural resistance is variable, an effective 
method of prophylaxis may be expected to increase the 
mean resistance of the inoculated—that is to say, if the 
natural curve of resistance is known, the artificial curve 
would be shifted to the right (high resistance being 
measured on the right hand side of the mean in a graph). 
It was then shown that if natural resistance was dis- 
tributed symmetrically about the mean in what is called 
a “normal” curve, and if data of several epidemics of 
different severities were available, it was possible to 
compute the two curves for “* unprotected ’’ and “ pro- 
tected’ populations. The present author has applied 
this method (and a modification of it due to Wold) to 
the Madras data. He found that in ranges of intensity 
of cholera epidemics represented by from 10 attacks per 
1,000 (in the uninoculated) to 100 per 1,000, the reduction 
in attack rate as the result of inoculation was between 
one-half and four-fifths. 

[Of course, the results can only be approximations 
because the assumption of a “ normal” distribution is 
an assumption, but the study is valuable and may 
stimulate others to improve the method.] 

Major Greenwood 

[The cheri is usually a compact block inhabited by the 
“depressed classes”’ among the village population.— 
EpiTor] 


INDUSTRIAL MEDICINE 


1512. Silicosis in the Glass Industry. (La silicosi 
nell’industria del vetro) 

L. PERMEGGIANI. Medicina del Lavoro [Med. d. Lavoro] 
38, 237-246, Sept., 1947. 3 figs., 6 refs. 


The author thinks that the medical problems of the 
Italian glass industry, which employs relatively few 
workers, have been neglected. During manufacture 
various mixtures are prepared and then conveyed to the 
furnaces. In some of these the heating is continuous 
and the articles manufactured pass slowly through the 
hot zones; in other furnaces fusion is a discontinuous 
process. In finishing, the glass is polished by sand in a 
closed chamber, or by abrasive wheels. 


It is difficult to ensure that preparation of the mixture 
in the first stage of manufacture is done in such a way 
as to prevent exposure to noxious dusts. It has also 


been noted that a mass of fused material after cooling - 


inevitably has a fine film of dust on its surface. Investi- 
gations were carried out in the Clinic for Industrial 
Diseases in Milan to determine the occupational hazards 
of glass workers. Among 265 cases investigated evidence 
of silicosis was found in 5-7%; in workers handling 
refractory materials (potters, casters, and furnace makers) 
there was an incidence of 48%, some having associated 
tuberculosis. The morbid changes observed resembled 
those seen in potters suffering from silicosis, fibrosis 
being patchy but often confluent and widespread with 
marked pleural involvement. It would appear that 
Schramm is wrong in his contention that tuberculosis 
appears independently of silicosis in the glass industry. 
The development of silicosis is progressive; out of 95 
workers in the furnaces only 35 were free from disease 
and most of these had worked only a short time. In 
those affected there was clinical evidence of pulmonary 
lesions after about 10 years’ exposure. Silicosis in glass 
workers has many points of similarity with the disease 
as observed in ceramic workers. G. C. Pether 


1513. Diagnosis of Silicosis from Specimens Obtained 
at Exhumation. (Le diagnostic de la silicose sur des 
piéces d’exhumation) 

A. PoLicarD. Presse Médicale [Pr. méd.} 55, 821, Dec. 6, 
1947. 


The author observes that a diagnosis of silicosis may 
be confirmed only after death. If there is delay in 
performing necropsy ordinary methods may be useless 
and chemical analysis of the lungs may be required. It 
is not difficult to estimate the total silicate present, 
gravimetric methods being superior to colorimetric ones. 
The solution of the problem depends more on the inter- 
pretation of the results than on the technique. If the 
total silicate is less than 5% of the ash, silicosis may be 
excluded. Lungs may still be efficient and yet contain 
considerable amounts of silicate, especially in the aged. 
Thus, in normal persons who have not been exposed to 
any occupational risk up to 15% of silicate in the lung 
ash has been recorded.- In those known to have silicosis 
up to 65% has been found. It is thought that a figure 
above 15% indicates some morbid change. 

Since so many silica-containing dusts enter the lung, 
but are not derived from any material to which the in- 
dividual is specifically exposed in his work, the interpreta- 
tion of figures may present difficulty from the legal stand- 
point. Old scarred tuberculous foci in the lungs tend 
to collect around them any dusty material. If such a 
lung is ashed it may yield enough silicate to suggest 
the presence of silicosis, but in fact the greater part 
may have derived from the local lesion and there may be 
no question of any occupational hazard. Estimation of 
free silica is often more informative. This is more the 
task of the mineralogist than of the chemist. Expensive 
and specially designed x-ray plant may be required. By 
microanalytical methods it is possible to determine the 
presence of free silica even in putrified tissue, but no 
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exact quantitative estimations are feasible. Persons who 
have not been exposed to a silica hazard rarely exhibit 
such material in their lungs. Those handling quartz 
invariably have free silica particles in their lungs, yet 
they may not be suffering from silicosis. 

It is concluded that if the total silicate in the lung ash 
is under 10% and there are no quartz particles a diagnosis 
of silicosis may be rejected. If the total silicate is higher 
than this and many quartz particles are seen the findings 
suggest, but do not confirm, the diagnosis. 

G. C. Pether 


1514. Pathogenicity of Bagasse 

B. GersTL, M. TAGER, and N. A. MARINARO. Archives 
of Pathology [Arch. Path.] 44. 343-349, Oct., 1947. 
6 figs., 5 refs. 


Suspensions of powdered bagasse proved very toxic 
when injected intravenously into rabbits or into the 
trachea of rabbits or guinea-pigs. Similar suspensions 
which had been autoclaved or sterilized by formaldehyde 
were relatively innocuous. The lesions produced by the 
unsterilized suspensions were scattered areas of necrosis 
containing polymorphonuclear leucocytes, usually foreign- 
body giant cells, fragments of mycelium, and a peripheral 
proliferation of fibroblasts. Cultures from the powdered 
bagasse yielded a variety of organisms. Injection of 
suspensions of pure cultures of these organisms showed 
that a type of Aspergillus fumigatus produced lesions 
closely resembling those of the original dust. In these 
experiments, then, the bagasse fibre appeared to act as a 
rather inert material, and the acute inflammatory process 
was due to micro-organisms, probably fungi, attached to 
the bagasse. 

[It is not clear that these experiments throw any light 
on the changes occurring in the lungs of some workers 
who handle bagasse.] H. E. Harding 


1515. Lung Retention of Quartz Dust Smaller than One- 
half Micron 

T. F. Hatcu and V. H. KiInpsvATrer. Journal of 
Industrial Hygiene and Toxicology {J. industr. Hyg.] 29, 
342-346, Sept., 1947. 3 figs., 9 refs. 


It is well known that when quartz particles of less than 
1 » in diameter are inhaled they are much more active 
than larger particles; the object of the present investiga- 
tion was to determine if experimental animals would 
retain a sufficient amount of sub-microscopical crystal- 
line silica in their lungs to produce evidence of damage. 
The experimental dust was obtained from commercial 
pulverized quartz by settlement in water, the particles 
which remained in suspension to a depth of 1 cm. after 
settling for 24 hours being collected. The median size 
of the particles, as determined from electron microscope 
photographs, was 0°18 yp. The test material was kept 
in water suspension and was atomized by means of a 
high-velocity ejector. An air current of 1 c. ft. (28,317 
c.cm.) per minute—heated on its way—carried the dust 
into the exposure chamber, and it escaped through a 
high-voltage electric precipitator, whereby the mass 
concentration of the dust in the chamber was determined. 


It amounted to 35 mg. per cubic metre. The test animals 
(guinea-pigs) were exposed daily for periods of up to 
44 months. Lung sections from the animals showed that 
in every case after 20 weeks’ exposure the bronchial 
lymph nodes were enlarged to more than three times the 
normal diameter. The following progressive patho- 
logical changes were observed with increasing exposure: 
(1) An accumulation of mononuclear and reticular cells 
in the septa and alveoli; .areas were discrete at first, but 
became confluent and finally involved large portions of 
the parenchyma. (2) The lung changes were followed 
by similar changes in the bronchial lymph nodes, till 
finally the enlarged node was almost filled with altered 
tissue. H. M. Vernon 


1516. Improvement of the M.S.A. Electrostatic Pre- 
cipitator 

G. D. Crayton. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.| 29, 400-402, Nov., 1947. 
4 figs., 6 refs. 


An electrostatic dust sampler for use in industrial 
hygiene has been described by Barnes and Penney (J. 
industr. Hyg., 1938, 20, 3) and has been commercially 
developed. The present author has modified and im- 
proved this precipitator, and its operating voltage has 
been increased by the development of an oil-immersion 
coil which will provide voltages up to 13,500. Increased 
dependability of the electrical system has been secured, 
and easy changing of the vibrator points has been achieved 
by the use of a totally enclosed vibrator unit. A flexible 
head ensures greater sampling flexibility. A manometer 
to obtain greater accuracy in measuring flow rates and 


a simplified voltmeter which reliably indicates the per- 


formance of the instrument have been designed. 
Hi. M. Vernon 


1517. A Study of the Efficiency of Methods for Obtaining 
Vapor Samples in Air 

H. L. ANprews and D. C. Pertrerson. Journal of 
Industrial Hygiene and Toxicology {J. industr. Hyg.] 29, 
403-407, Nov., 1947. 4 figs., 7 refs. 


The present report describes improved methods for 
obtaining vapour samples when studying toxic effects. 
The tests were carried out with benzene and xylidine, 
as their concentration can be readily estimated by ultra- 
violet spectroscopy. The Beckman quartz spectro- 
photometer was used, and the concentrations were 
determined by dissolving the vapour samples in iso- 
octane and measuring the optical density of a 1-cm. 
length of solution. The most sensitive band for benzene 
is at 255 mp, and for xylidine 289 my. The apparatus 
for producing the vapours consisted of a 30-litre pyrex 
bell jar connected with a compressed-air supply equipped 
with an oil trap and calcium chloride drying tubes to 
remove moisture. The glass bubbler containing the 
hydrocarbon to be vaporized was kept at constant 
temperature, and was weighed before and after the test. 
In another method of sampling the vapours were drawn 
directly from the chamber into evacuated Shephard 
flasks; in a third method, which was more suitable for 
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low concentrations, two all-glass midget impingers were 
used in series. They contained iso-octane, and a 
measured volume of the chamber atmosphere was drawn 
through them at a rate of 0-2 litre per minute. The 
concentrations employed for the study of benzene 
ranged from 57 parts per million (p.p.m.) to 1,140 p.p.m. 
and of xylidine, from 50 to 100 p.p.m. The tables of 
test results show that the average loss of samples due to 
handling was less than 10%. H. M. Vernon 


1518. An Improved Method for the Determination of 
Volatile Halogenated Hydrocarbons in Blood and Other 
Biological Materials 

W. C. ALrorp. Journal of Industrial Hygiene and 
Toxicology |J. industr. Hyg.] 29, 396-399, Nov., 1947. 
2 figs., 8 refs. 


A method for the determination of halogenated hydro- 
carbons in blood was published by Moran (J. industr. 
Hyg., 1943, 25, 243), but his method is not suitable for 
tissue analysis. In the procedure described here the 
volatile halide is removed from an oil—water mixture by 
combined steam distillation and aspiration, and is 
decomposed in a heated platinum tube. The resultant 
inorganic halide is absorbed in an alkaline arsenious 
oxide solution, and estimated by a standard procedure. 
The apparatus consists of a 250-ml. distillation flask 
with a side-arm extending to within 0-5 cm. of the bottom 
of the flask. It is heated by a rheostatically controlled 
oil bath, and the vapour and steam pass through a reflux 
condenser to the combustion tube of platinum, which is 
30 cm. in length and has a bore of 2 mm. packed with fine 
platinum gauze. It leads to the halogen absorption 
tube of 35-ml. capacity, connected with a suction pump. 
Blood (oxalated) and tissue samples are stored under 
15 ml. of mineral oil in stoppered tubes, which are well 
shaken. One hour from the time the mixture reaches 
boiling point is allowed for removal of the halogenated 
hydrocarbon from the sample. Analyses are recorded 
of various halogenated hydrocarbons, having boiling 
points ranging from 40° to 146° C., and they show an 
average error of only +1-8%. H. M. Vernon 


1519. A Slow Dissolving, Non-irritating Salt Tablet for 
Use in Hot Environments 

W. V. ConsoLazio, L. J. Pecora, and T. Tusina. 
Journal of Industrial Hygiene and Toxicology [J. industr. 
Hyg.] 29, 347-350, Sept., 1947. 2 figs., 5 refs. 


Salt tablets are used to combat the ill effects of excessive 
sweating; they sometimes cause epigastric discomfort, 
nausea, and vomiting. Salt-corn-starch tablets take 
only a minute to dissolve, while pure salt tablets take 
15 minutes. By impregnating salt tablets with an inert 
protective substance so as to form a honeycomb of 
permeable membranes encapsulating small quantities 
of salt granules the solution time is lengthened to about 
80 minutes, and the tablets scarcely irritate the stomach 
at all. These honeycomb tablets are made by treating 
salt tablets with a solution of cellulose acetate or cellulose 
nitrate, and drying at 100°C. The impregnating film 


weighs about 4 mg. per tablet (which weighs 0-65 g,). 
Numerous tests were made with these tablets; for 
example, 5 individuals performed moderate exercise for 
8 hours a day for 10 days at an effective temperature of 
90° F. (32:2°C.) and spent the remaining hours at 
87° F. (30-5° C.), meanwhile consuming about 8 tablets 
a day, with little if any effect. When subjects ingested 
salt-corn-starch or pure salt tablets they were often 
incapacitated. H. M. Vernon 


1520. Acute Gastritis due to Recent Benzol Poisoning. 
(La gastrite aigué des intoxiqués benzoliques récents) 

P. CHEVALLIER and F. Moutter. Sang [Sang] 18, 102- 
114, 1947, 


Attention is called to the frequency with which vague 
indigestion followed within a few weeks of increased 
exposure to benzol fumes in a rubber factory. The 
principal symptom was a sensation of epigastric heaviness 
with a feeling of distension. Other symptoms were 
intolerance of alcohol, ready flushing, and often per- 
sistent frontal or temporal headache. Patients rapidly 
recover when withdrawn from exposure to the fumes; 
a curious feature is that in most cases there is no relapse 
when they return to work. The blood counts and 
gastroscopic appearances are tabulated. Eighteen of 25 
patients were seen within a few days of leaving work, 3 
had been away from work for a fortnight to a month, and 
4 had been away for overa month. Gastroscopy showed 
little beyond slight inflammation in some cases. Either 
endoscopy is not sufficiently sensitive to detect slight 
changes or the functional disturbance precedes the 
mucosal change. The slight changes found in the blood 
of a few patients were probably of no significance. 

Denys Jennings 


1521. Changes in the Pulmonary Vessels in Silicosis. (Le 
alterazioni dei vasi polmonari nella silicosi) 

A. N. CesAro and L. Peccutat. Medicina del Lavoro 
[Med. d. Lavoro] 38, 307-331, Nov., 1947. 14 figs., 
75 refs. 


1522. Nephritis in Textile Workers 
R. Pratt. British Medical Journal (Brit. med. J.| 2, 
771-772, Nov. 15, 1947. 3 refs. 


The evidence for a statement made in a leading article 
in the British Medical Journal (1947, 1, 727) “* that the 
inhalation of textile dusts is a steady source of death from 
nephritis and a group of conditions whose common factor 
is hyperpiesia”’ is examined. From a critical review of 
the original figures—the Registrar-General’s Decennial 
Supplement for 1931—it is found that these deaths from 
so-called nephritis in textile workers are in all probability 
due to hypertension, and can be as easily explained by 
natural variations in the genetic constitution of an 
inbred population as they can by environmental 
influences. L. H. Worth 


For Industrial Toxicology see Abstracts 1597-1601. 
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1523. The Microscopical and Ultramicroscopical 
Structure of the Membrane of Pavement Epithelial Cells. 
(Structure microscopique et inframicroscopique de la 
membrane des cellules épithéliales pavimenteuses) 

C.A. Baup. Comptes Rendus Hebdomadaires des Séances 
de I’ Académie des Sciences [C.R. Acad. Sci., Paris] 225, 
590-592, Oct. 6, 1947. 3 figs., 3 refs. 


The superficial cells of human buccal epithelium are 
distinguished by systems of fine discrete ridges on their 
external surfaces. These ridges lie parallel to one 
another. They are usually slightly sinuous and sometimes 
bifurcated or recurved. In section, the ridges appear as 
minute denticles. 

Cells were prepared for observations on the bire- 
fringence of their membranes by treatment with alkaline 


‘pancreatin for 24 hours at 37°C., which destroyed 


nuclei, nuclear membranes, and most of the cytoplasm. 
Birefringence is restricted to the borders of the cells. 
Since the polarization cross is negative in relation to the 
cell axis, it was concluded that the cell membrane has a 
foliated structure. The constituent micellae lie parallel 
to the cell surface but are otherwise orientated in all 
directions. The ridges are simple thickenings of the cell 
membrane. A. K. Powell 


1524. The Nucleus in Relation to Heredity and Sex 
E. C. JerFREY. Science [Science] 106, 305-308, Oct. 3, 
1947. 4 figs., 1 ref. 


The author maintains that all chromosomes, both 
mitotic and meiotic, have a similar structure, being 
composed of two spiral coils of chromatin (chromatids 
or chromonemata). ‘“. . . the supposed genes revealed 
in imperfectly preserved, reproductive chromosomes are 
merely the crossing points of the double spirals of chro- 
matin, present in all chromosomes.” Since the internal 
organization of all chromosomes is said to be identical 
it is contended that this is ‘‘ entirely unfavorable to the 
current views regarding the relation of chromosomes to 
inheritance ”’. R. J. Ludford 


1525. Some New Aspects of Mitotic Poisoning 
P. Dustin. Nature [Nature, Lond.] 159, 794-797, June 
14, 1947. 2 figs., 62 refs. 


The author recognizes two types of chemical inter- 
ference with cell division: (1) Mitotic poisoning before 
prophase, which implies that only cells which would 
have undergone division during the period of action of 
the poison are altered. Nuclear destruction by 
pyknosis results. (2) Mitotic poisoning at meta- 
phase by inhibition of the formation of a normal 
polarized anisotropic spindle. Mitotic poisons of the 
first type include hydroquinone, trypaflavine, ethyl- 
carbamate and certain other carbamic esters, sodium 


cyanate, and nitrogen mustards (bis-(8-chloroethyl)- 
amines). The effects of these substances on cell division 
are similar to those of ionizing radiations, hence the 
designation “ radiomimetic’’ for this type of action. 
Mitotic poisons which inhibit spindle formation include 
the alkaloid colchicine and certain arsenic and mercury 
compounds. Dimercaptopropanol (BAL) has a similar 
type of action to colchicine, although it can reverse the 
mitotic arrest brought about by arsenical compounds 
and can prevent the “* pyknotic action ” of arsenite. 

It is suggested that the cytological action of mitotic 
poisons may be brought about by inhibition of enzyme 
systems or by interference with nucleoprotein metabolism. 
Attention is directed to the significance of the study of 
these substances for advancing fundamental knowledge 
of the cytochemical mechanism of cell division. 

R. J. Ludford 


1526. Triphenyltetrazolium Chloride as a Dye for Vital 
Tissues 

A. M. Mattson, C. O. JENSEN, and R. A. DUTCHER. 
Science [Science] 106, 294-295, Sept. 26, 1947. 5 refs. 


In the presence of living tissues a colourless solution 
of triphenyltetrazolium chloride is reduced to an in- 
soluble red triphenyl formazan. This reaction has been 
observed at pH 6:9 with various viable plant tissues, and 
with bull sperm and the blastoderm of hen’s eggs. The 
serum of bull sperm and the chalazae of egg white also 
give the same reaction. Tissues heated at 82°C. or 
higher lose the ability to reduce the salt. The authors 
have found that glucose dehydrogenase-coenzyme I, in 
the presence of its substrate, reduces the. triphenyltetra- 
zolium salt at pH 6-6, and investigations are in progress 
to determine whether other congas systems exhibit the 
same property. R. J. Ludford 


1527. Visual Cells of the Guinea Pig 
R. Granit. Nature [Nature, Lond.] 160, 838, Dec. 13, 
1947. 2 refs. 


O’Day maintains that cones exist in the guinea-pig 
retina, but the present author prefers to adopt the con- 
trary view of other histologists. He states, however, 
that red modulators, occasionally found in the retina of 
the guinea-pig and more often in that of the rat, are to be 
ascribed to cones. Cones are not so important in these 
animals as in the cat, in which they are abundant. A 
Purkinje shift with light adaptation can be observed in 
the cat in at least 36% of the on/off elements typical of 
cones. It is not seen in the guinea-pig or rat. 

D. T. Barry 


1528. The Theory of Primary Calcification in Bone 
M. J. DALLEMAGNE. Nature [Nature, Lond.] 161, 115- 
117, Jan. 24, 1948. 4 figs., 15 refs. ; 
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1529. Physiological Effects of Alkyl Polyphosphates 

A. S. V. BurGen, C. A. KEELE, M. CHENNELLS, J. DEL 
CaAsTILLo, W. E. Fioyp, D. Stome, and S. WriGurt. 
Nature {Nature, Lond.] 160, 760-761, Nov. 29, 1947. 
5 refs. 


Hexaethyltetraphosphate and tetraethylpyrophosphate, 
used by the Germans as insecticides, have physiological 
and toxic effects. Hexaethyltetraphosphate, largely 
hydrolysed in water into simpler bodies, in doses of 1 
to 3 mg. per kilo, causes hyperexcitability, twitching, 
salivation, and convulsions. Progressive sensitization 
to acetylcholine was seen in isolated frog rectus, rabbit 
heart, and gut. The potentiation caused by concentra- 
tions of 2x 10~® to 2x 10-5 M. lasted for 6 hours despite 
repeated washing out. Rhythmic contractions of the 
gut were increased, also tone (effect initially abolished 
by atropine). Tetraethylpyrophosphate had similar 
effects, but they were more transient. In the cat 
anaesthetized with chloralose gradual increase of dose 
from 0-25 to 2 mg. per kilo caused bradycardia, lowering 
of blood pressure, increased salivation, bronchial secre- 
tion, convulsions, defaecation, and death. The effect of 
peripheral vagus stimulation was only increased by 10 
to 40%, but the recovery period was much prolonged. 
With large doses the vagus response was lost. In the 
cat under the influence of chloralose and atropine intra- 
venous doses of 0:5 mg. per kilo had a well-marked 
potentiating action on the response of muscles to 
stimulation of the popliteal nerve. Electrically a 
repetitive response developed with slightly asynchronous 
discharge. The last-mentioned dose had very little 
effect on blood pressure. Initial potentiation of spinal 
reflexes, increase of extensor tone, and convulsions were 
observed. Similar reactions were produced by intra- 
thecal injection, with increased “ repetitive knee-jerk ”’, 
crossed extensor reflex, and mild convulsions. Violent 
convulsions occurred with a dose of 4 mg. per kilo 
and increased knee-jerks, suggesting slight absorption 
into the circulation. D. T. Barry 


1530. Fluorescent Constituents of Liver Lipid Extracts 
R. N. Jones and J. R. Jamieson. Nature [Nature, Lond.] 
160, 677-678, Nov. 15, 1947. 1 fig., 6 refs. 


The absorption spectra of the concentrated fluorescent 
constituents of the non-saponifiable lipid-soluble material 
from the livers of 5 cancerous and 2 non-cancerous 
individuals indicated the probable presence of isoanhydro- 
and anhydro-vitamin A. This was confirmed by the 
preparation of isoanhydro-vitamin A and examination 

of its spectrum and fluorescence. It is possible that this 

compound may be formed from vitamin A during the 
process of concentration. The liver extracts were free 
from sterol and showed no carcinogenic activity when 
injected into mice. J. Dawson 


1531. Tryptophane as Precursor of Nicotinamide in 
Mammals 

P. ELLINGER and M. M. ABpeL KADER. Nature [Nature, 
Lond.] 160, 675-676, Nov. 15, 1947. 24 refs. 


The evidence for the conversion of tryptophan to - 


nicotinamide in mammals is referred to briefly, and the 
site of this conversion is the subject of the paper. That 
the intestinal flora is concerned was shown by administra- 
tion of 100 mg. d/-tryptophan to rats at 3-day intervals, 
alternately orally and parenterally; the urinary metho- 
chloride was five to ten times greater after oral than after 
parenteral) administration. The possibility that orni- 
thine is an intermediate in the nicotinamide formation 
was investigated by using strains of Bacterium coli from 
rat faeces grown on an ammonium lactate medium. A 


number of amino-acids increased the growth of the. 


organisms, but only ornithine (450%), arginine, and 
glutamine (50 to 70%) increased nicotinamide synthesis. 
With tryptophan there was no such increase, and it is 
suggested that this may be due to the inability of the 
bacteria to degrade tryptophan. Incubation of a mixed 
culture from rat faeces with tryptophan resulted in 
increased nicotinamide formation. Ingestion of orni- 
thine by rats did not increase nicotinamide methochloride 
output. J. Dawson 


1532. The Relation of O, in Bone Marrow Blood to 
Post-haemorrhagic Erythropoiesis 

W. C. Grant and W. S. Roor. American Journal of 
Physiology {Amer. J. Physiol.] 150, 618-627, Oct., 1947. 
7 figs., 14 refs. 


Reduced oxygen tension is known to be a stimulus to 
increased erythropoiesis, and its local effects may well be 
accentuated by the slowness of the medullary circulation. 
The authors examined blood from the humeral marrow 
of dogs. They found that after a single large haemor- 
rhage oxygen saturation and tension in the marrow 
showed a marked fall, but recovered within 3 to 5 hours. 
Repeated small withdrawals of blood to the same total 
had no such effect on the oxygen tension, but were 
equally effective as an erythropoietic stimulus. The 
authors found no evidence that direct stimulation of the 
marrow by anoxia is important in determining recovery 
of the cell count. Alex. Comfort 


1533. Maturation of Megaloblasts in Bone Marrow 
Cultures 

S. RusznyAk, S. LOwincer, and L. LasrHa. Nature 
[Nature, Lond.] 160, 757-758, Nov. 29, 1947. 


The culture method of Osgood was used for bone 
marrow. Megaloblasts ripened in media containing folic 
acid and also in media without folic acid. The medium 
containing human placental extract, and, as this probably 
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contained some anti-anaemic principle, normal adult 
serum was substituted, but ripening proceeded as before. 
With serum from a case of pernicious anaemia, ripening 
continued though to a lesser extent. When the con- 
centration of the pernicious-anaemia serum in the 
medium was increased ripening diminished still further. 
It is concluded that in pernicious anaemia the serum 
contains a substance which inhibits the ripening of 
megaloblasts. It is also stated, without evidence, that 
folic acid acts directly upon the megaloblasts. 

[The fate of the megaloblasts—whether they “ ripened ”’ 
into orthochromatic cells or whether normoblasts 
appeared—is not stated. It is impossible to assess the 
value of bare statements like these without more detail.] 

M. C. G. Isréels 


1534. An Experimental Study of Explosive Decompres- 
sion Injury 

E. L. Corey. American Journal of Physiology [Amer. J. 
Physiol.| 150, 607-612, Oct., 1947. 3 figs., 6 refs. 


In an attempt to simulate the effect on a pilot of the 
pressure changes produced by “ baling out of a pressurized 
cabin”? at between 35,000 and 80,000 ft.‘ (10,668 to 
24,384 m.), the authors exposed cats and rats to sudden 
decompression followed by recompression at an equiva- 
lent rate of 200 miles per hour to 18,000 ft. (5,486 m.) 
and thereafter at 20 ft. (6 m.) per second to zero altitude. 
They describe results and pathology in 495 experiments 
by this method, and following immediate recompression. 
They find no relation between the weight of the animal 
and the risk run. Below 35,000 ft. no injury of a fatal 
character was produced. The rate of recompression 
influenced the mortality rate; rapid recompression 
reduced the number of deaths. In group experiments 
the extent and character of individual damage depended 
to some extent on the state of lung ventilation at the 
moment of decompression, a factor of some importance 
when a deliberate jump must be made. Alex. Comfort 


1535. Cheyne—Stokes Respiration in Physiological Sleep 
and its Relation to the Saturation of Haemoglobin. 
(Respiro di Cheyne-Stokes nel sonno fisiologico e suoi 
rapporti colla saturazione dell’emoglobina) 

A. ALELLA and E. Mepa. Minerva Medica [Minerva 
med., Torino] 2, 396-402, Nov. 10, 1947. 6 figs., 50 refs. 


The various observations reported by many workers 
on Cheyne-Stokes respiration and the conclusions 


arrived at concerning the different causative factors are . 


reviewed. The relative values of lowered excitability 
of the respiratory centre, tensions of blood gases, pH of 
blood, modifications in blood supply, and afferent 
impulses from vascular chemoreceptors have heretofore 
been considered chiefly in cases of abnormality or disease. 

The present work was carried out in healthy individuals 
who displayed periodic breathing in sleep in ordinary 
atmospheric conditions. This form of breathing is not 
uncommon, but a true form of Cheyne-Stokes type is 
rare. The haemoglobin saturation was determined by a 
photo-electric galvanometer circuit sensitive to red from 
the illuminated ear lobule treated with histamine. By 
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the use of morphine, which depresses excitability of the 
respiratory centre, the authors could discriminate between 
the importance of this factor and those of variations in 
gas tension. In true Cheyne-Stokes phases the satura- 
tion curve is quite consistent, the maximum corre- 
sponding to early apnoea and the minimum to full 
hyperpnoea. In this correlation delay in circulation 
time from alveolus to ear and galvanometer inertia — 
have to be allowed for. Inhalation of a mixture of 
nitrogen and 10% oxygen led to a fall in the saturation 
curve and diminution in ventilation but not to periodicity 
or Cheyne-Stokes respiration. On admission of air 
spontaneous hyperventilation supervened. The varia- 
tions in haemoglobin saturation were very slight. 
Voluntary hyperventilation (subject awake) caused 
arrhythmia of respirations and a rise in haemoglobin 
saturation during the process and a deep fall after it, 
but no Cheyne-Stokes breathing. Neither hypoxaemia 
nor acapnia evoked the latter. After injection of 10 mg. 
of morphine the subject slept and in 2 hours developed 
typical Cheyne-Stokes respiration owing to the depression 
of excitability of the respiratory centre. This, therefore, 
is the chief determining agency. The modifications in 
gas content, pH, and so forth, are more the effects than 
the causes. 

[While the evoking action ascribed to morphine seems 
well-founded a little more might be said about compari- 
son of the record with that of naturally occurring Cheyne- 
Stokes breathing. The records are quite similar.] 

D. T. Barry 


1536. Physiological Availability of Iodine in Dithymol 
Diiodide 

R. R. BALDwin, R. Tuiessen, and E. E. McInroy. 
Science [Science] 106, 317-319, Oct. 3, 1947. 1 fig., 
3 refs. 


The insolubility and chemical stability of dithymol 
diiodide give it distinct advantages over potassium iodide 
for iodizing salt blocks for cattle. The compound 
has various names, such as “ aristol ’’ and “‘ iodothyrine ”’. 
There is some uncertainty about how the iodine is bound, 
but experiments in feeding albino rats demonstrated 
that it is physiologically available to the thyroid. 

D. T. Barry 


NUTRITION 


1537. A Crystalline Pituitary Protein with High Growth 
Activity 

J. B. FisHMAN, A. E. WitHetmi, and J. A. RUSSELL. 
Science [Science] 106, 402, Oct. 24, 1947. 1 ref. 


Crystalline substances were prepared from the anterior 
pituitary glands of cattle. The glands were frozen in 
solid carbon dioxide, ground, and left for the carbon 
dioxide to evaporate. The remaining procedures were 
carried out at a temperature of 0° to 50°C. The powder 
was suspended in calcium hydroxide solution at pH 
11-5, stirred vigorously overnight, the pH adjusted to 
8-7 with carbon dioxide, and the mixture again allowed 
to stand overnight. After centrifugation the residue 
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was discarded, and to the supernatant solution, with 
vigorous stirring, was added a mixture of equal quantities 
of alcohol and water. Five fractions (A to E) were 
obtained at increasing concentrations of alcohol from 
13 to 40% and decreasing pH from 8-6 to 4-6. The 
precipitates were re-crystallized by dissolving them in 
calcium hydroxide at pH 11-5, adjusting to pH 8-6 with 
carbon dioxide, centrifuging, and adding to the solution 
the alcohol and water mixture until the concentration 
of alcohol reached 7%. Small, very thin rectangular 
crystals were produced and their activity in promoting 
growth was studied. 

The authors report on the activity of three crystalline 
products, one of fraction A and two of fraction B, by a 
study of the effect on hypophysectomized rats. All 
three fractions caused both an increased growth and an 
increased width of the tibial epiphysial cartilages, as did 
a purified growth hormone prepared according to a 
method previously described by other workers. Electro- 
phoresis indicated that two components are present in 
each of the three crystalline fractions. J. Yudkin 


1538. The Effect of the Rate of Administration of Amino 
Acid Preparations and Blood Amino Acid Nitrogen Level 
on the Production of Nausea and Vomiting 

C. J. SMytH, A. G. LAsicHak, and S. Levey. Journal 
of Laboratory and Clinical Medicine [{J. Lab. clin. Med.] 
32, 889-894, July, 1947. 2 figs., 8 refs. 


It is known that if casein hydrolysates are administered 
quickly intravenously, nausea and vomiting result. 
The authors have compared the results in convalescent 
hospital patients of casein hydrolysates and of mixtures 
of amino-acids. The latter can be administered rapidly 
intravenously without untoward effects. Nausea and 
vomiting caused by casein hydrolysates are usually 
associated with high concentrations of amino-acid 
nitrogen in blood, and it is suggested that they may be 
caused by dicarboxylic acids. H. M. Sinclair 


1539. Plasma L-Methionine Levels Following Intravenous 
Administration in Humans 
H. A. Harper, L. W. KINseELL, and H. C. BarTON. 


Science [Science] 106, 319-320, Oct. 3, 1947. 1 fig., 
3 refs. 


In connexion with a study of amino-acid metabolism 
in hepatic disease observations have been made on 11 
human subjects. After a 12-hour fast a blood sample 
was withdrawn for determination of plasma methionine, 
and 50 ml. of 3% solution of di-methionine was then given 
intravenously to all subjects. Methionine determina- 
tions were then carried out on the plasma and urine at 
intervals during 3 hours. After removal of proteins 
from the heparinized plasma (a heating technique without 
metal precipitants is described) a microbial assay was 
effected with Leuconostoc mesenteroides P-60. A medium 
of gelatin hydrolysate was used with tyrosine, trypto- 
phan, and cystine as the amino-acid sources. Following 
a sharp rise in plasma methionine 15 minutes after 
injection the concentration slowly fell, but in no case did 
it reach the pre-injection level within the 3 hours of 


observation. There were considerable individual varia- 
tions in rate of disappearance and in urinary excretion. 
The excretion was most rapid during the first 15 to 30 
minutes when the blood levels were highest, but the 
amount excreted at any time was quite low when com- 
pared with the quantity injected. The rapid initial fall 
in plasma methionine is interpreted as mainly due to 
diffusion into cells and tissue spaces, but only to a slight 
extent to excretion. The slow rate of disappearance 
after that is considered to be a reflection of metabolic 
phenomena; it is considered more significant in the 
interpretation of the response to the test dose. 
D. T. Barry 


1540. Physiological Availability of the Vitamins. IX. 
Influence of Ascorbic Acid Stabilizers in Fruits and 
Vegetables 

D. MELNICK, M. HocuserG, and B. L. Oser. Journal of 
Nutrition [J. Nutrit.] 34, 409-420, Oct. 10, 1947. - 19 refs. 


It appears from previous work that ascorbic acid has | 


a higher potency when taken in fruit juice than when it 
is given alone. The present investigation confirmed 
that fruit juices stabilized the vitamin in vitro. For 
example, after 10 days at 45° C. the retention of ascorbic 
acid in aqueous solution was 13%, in apple juice 67%, 
and in orange juice 86%. Experiments were then carried 
out to determine whether fruit juice increased the amount 
of ascorbic acid available to human subjects. The 
vitamin either in water or in apple juice was given to 
5 male subjects. Measurement of the amount of ascorbic 
acid excreted in the urine showed that the stabilizing 
factors present in the apple juice were not effective in 
increasing the availability of the vitamin in vivo. 
J. Yudkin 


1541. The Corneal Vascularization Resulting from 
Deficiencies of Amino Acids in the Rat 

V. P. SYDENSTRICKER, W. K. HALL, L. L. BowLeEs, and 
H. L. Scumipt. Journal of Nutrition [J. Nutrit.] 34, 
481-490, Nov. 10, 1947. 9 figs., 12 refs. 


Rats of a Wistar strain were placed on diets deficient 
in one of seven of the essential amino-acids; phenyl- 
alanine, isoleucine, leucine, arginine, histidine, threonine, 
or valine. In all instances corneal vascularity developed. 
This began as a congestion of the scleral conjunctiva and 
engorgement of the limbic plexus. At the same time, or 
immediately afterwards, oedema of the cornea occurred. 
Later, centripetal invasion of the cornea followed from 
the limbic plexus. Opacity of the cornea, due to oedema 
and leucocytic infiltration, was sometimes so severe as 
to make it difficult to assess the degree of vascularity. 

The vascularity was least with arginine and spon- 
taneously regressed. The time of appearance was on the 
average between 7 days (in deficiency of phenylalanine) 
and 19 days (in deficiency of threonine). When the 
animals returned to the control diet there was rapid 
regression of the corneal vascularity. It would appear 
from these and previous studies that the deficiency of 
protein or of any of the ten essential amino-acids may 
result in corneal vascularity in the rat. J. Yudkin 
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1542. Alterations in Urogastrone Excretion Produced by 
Extirpation of Various Endocrine Glands 

J. KAULBERSZ, T. L. PATTERSON, D. J. SANDWEIss, and 
H. C. SALTZSTEIN. American Journal of Physiology 
[Amer. J. Physiol.] 150, 373-380, Sept. 1, 1947. 2 figs., 
20 refs. 


Urogastrone extracted from normal urine inhibits the 
activity of gastric juice and diminishes its acidity. It is 
different from enterogastrone and is produced by 
completely enterectomized dogs. Its activity is little 
or not at all affected by thyroidectomy and odphorec- 
tomy, but is reduced by odphorectomy alone. Hypo- 
physectomy causes reduction of the amount of uro- 
gastrone formed, the urinary extracts now causing 
increase in quantity and acidity of histamine-secreted 
gastric juice. A statistical analysis of the experimental 
data supports the conclusion that the pituitary gland 
plays a part in the formation and excretion of urogastrone. 

D. T. Barry 


1543. The Effect of Dietary Fat upon Gastric Evacuation 
in Normal Subjects 

J. H. ANNEGERS and A. C. Ivy. American Journal of 
Physiology [Amer. J. Physiol.] 150, 461-465, Sept. 1, 
1947. 5 refs. 


The effect of the fat content of a diet upon the rate of 
emptying of the stomach has been repeatedly observed 
clinically. The authors, investigating the statement that 
fat delays gastric emptying, administered standard meals 
containing varying proportions of fat, and studied the 
emptying of the stomach by radiography. They con- 
clude that while there is no difference in effect between 
saturated and unsaturated fats statistically significant 
delay occurs in most subjects receiving a high-fat meal. 
More interesting still is the observation of definite and 
consistent idiosyncracy. 

[The variation of individual response to fats is clinically 
striking, especially in children; that classifiable types of 
response exist is suggested by these observations. No 
record seems to have been kept of the relation of 
idiosyncracy to achlorhydria.] Alex. Comfort 


1544. Tolerance Curves after Ingestion of Potassium in 
Negroes. (Courbe de tolérance a l’ingestion du potas- 
sium chez les sujets de race noire) 

J. Lescut. Comptes Rendus Hebdomadaires des Séances 
de I’ Académie des Sciences [C.R. Acad. Sci., Paris] 225, 
1023-1024, Nov. 24, 1947. 1 fig., 3 refs. 


The metabolism of potassium is said to differ in 
Europeans and Africans. The administration by mouth 
to the fasting European of 20 mg. of potassium in the 
form of the chloride or acetate makes practically no 
difference to the potassium concentration in the blood. 
When the same dose of potassium is given to the African 
there is an immediate rise, an increase of 30 to 40% above 
the normal figure. This increase lasts about 1 hour. 
Some Africans had symptoms of nausea and giddiness 
after ingesting potassium. G. M. Findlay 
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1545. Nutrition Problems in Times of Want. (Ernahr- 
ungsprobleme in Mangelzeiten) ‘ 
A. FLeiscH et al. Wiener Klinische Wochenschrift 
[Wien. klin. Wschr.| 59, 555-571 and 574-590, Aug. 29, 
1947. 8 figs., 42 refs. 


[This abstract covers fourteen papers which were given 
at a meeting of the Society of Physicians in Vienna in 
May, 1947, all except the opener dealing with under- 
nutrition in Austria and its effects on the health of the 
population. They were published in a special number of 
the Wiener Klinische Wochenschrift for Aug. 29, 1947, 
which was dedicated to doctors attending the Austrian 
Congress of Physicians in Salzburg, September, 1947.] 

The guest speaker, Fleisch, President of the Swiss 
Wartime Nutrition Commission, in the first paper 
summarized the principles on which the Swiss food policy 
was based during the war. He said that in Switzerland 
almost all important foods were rationed in amounts 
based on scientific principles. Examples of the mini- 
mum targets were: ordinary consumer, 2,160 calories, 
54 g. protein, and 47 g. fat daily; adolescent, 3,000, 
75 and 65 respectively. Heavy workers received one or 
more extra coupons of 600 calories each, against which 
potatoes were supplied mainly. The consumption of 
fats, meat, and sugar was 50%, of eggs 30%, and of 
potatoes and vegetables 200% of pre-war amounts. 
[The author assumes that the published British figures 
of nutrients ‘‘ moving into consumption ”’ (2,827 calories 
per head) are identical with the amounts consumed, and 
compares these figures with the Swiss ration targets. 
The comparison suggests that the British were fed on a 
far higher level than the Swiss and some other nations. 
This comparison is not, however, valid, because the Swiss 
figures are for consumed rationed foods only and exclude 
fruit, vegetables, and other unrationed foods, wastage 
in marketing and storage, and the “ black market’’. 
The British figures take account of all but the last of 
these factors, and these have been estimated at about 
16%. This would reduce the calorie intake during the 
war to about 2,360 calories per head daily.] 

The calcium intake of adults was about 1 g. daily, 
mainly from milk and cheese. The high phytic-acid 
content of the dark bread had, therefore, no ill effects. 
The consumption of all vitamins was ample. In 1943 
the rations were reduced to the above-mentioned mini- 
mum targets, but body weights rose in adults and 
children and haemoglobin reached new high values. 
[The author calls this an astonishing result; it is more: 
it is incredible on the evidence published in this paper. 
The reason for this apparent paradox lies probably in 
the assumption that the official rations have been taken 
to be synonymous with total consumption of food. 
Dietary surveys were evidently not carried out, and 
without such evidence statements of food consumption 
can only be regarded as rough approximations.] In 
1944 the ration of the ordinary consumer fell to 2,000 
calories and in 1945 to 1,800. Body weights and 
haemoglobin values declined, but they rose again in 
1946 when the rations were increased. Records kept 
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in clinics of 60,000 persons indicated a decline in “ sick- 
ness days” during the war. The death rate for ali- 
mentary diseases fell; that for tuberculosis remained 
almost steady or with a slight tendency to rise. The 
incidence of peptic ulcer increased while that of liver 
disease, excluding infective hepatitis, decreased. The 
incidence of dental caries in school children was halved 
compared with the pre-war figure. 

Schwarz-Wendl, comparing the official Austrian 
rations with requirements for different sections of the 
population, found the following deficits in the rations: 
normal consumer, 500 to 800 calories; worker, 500 to 
1,000; hard worker, 1,700. [The theoretical needs of 
the different groups seem to be on the high side; for 
instance, those of the hard worker are placed at 4,550 
calories. It is doubtful if a significant number of hard 
workers in Austria or anywhere else require much more 
than 3,500 calories 7 days a week. Nor is any mention 
made of unrationed foods or of the “‘ black market ”’.] 
There were corresponding deficits in the other nutrients 
in the rations, except iron and vitamins B and C, which 
were well supplied by the high-extraction bread and by 
potatoes. 

According to Lauda men in Vienna aged about 60 
have lost up to 15 kg. in weight. It was generally 
observed that hunger oedema disappeared and did not 
return after attacks of enteritis or dysentery. Oedema 
is now less common than in 1945-6. Tiredness, forgetful- 
ness, and depression, not hunger, are the general com- 
plaints. At necropsy brown atrophy of the heart muscle 
is seen; during life these patients suffered from brady- 
cardia and hypotonia, and there was a lowering in the 
altitude of spikes in the electrocardiogram. Peptic 
ulcers and colitis are more common. Avitaminosis is 
very rare and scurvy unknown. A few cases of 
hemeralopia have been seen. 

Transport difficulties in Austria have accentuated 
nutritional problems; for example, it takes 40 hours for 
milk to reach many consumers in Lower Austria. 
Zaribnicky pointed out that milk cannot be pasteurized 
because of lack of fuel and cooling cannot be carried out 
properly because of lack of the necessary salts. Attempts 
to use waste products of paper manufacture for the 
growth of food yeast were unsuccessful. 

In a paper on chronic protein deficiency Bléch stated 
that examination of 70 cases of hunger oedema in Vienna 
during 1945 revealed diminution in red cells, white cells, 
haemoglobin, colour index, blood proteins, sugar, 
calcium and other minerals, cholesterol, and fat. Brady- 
cardia and hypotonia were present and the erythrocyte 
sedimentation rate had decreased. Examination of 
cases of various diseases since the beginning of 1946 
has shown an increase in blood proteins and a decrease 
in the incidence of oedema, both factors being attributed 
to slightly better supply of good protein, perhaps from 
the “* black market ”’. 

According to Arzt pellagra was not seen in Austria 
during or after the last war. He referred to a melanosis 
(described by Riehl in 1918 and named after him), of 
which he has seen 80 cases, mostly in women aged 40 to 
70. It is characterized by pigmentation and follicular 
hyperkeratosis. The pigment deposit is in brownish 


flakes, the size of lentils, on the face, neck, axillary folds, 
and around the waist. The hyperkeratosis is seen on the 
face, forearms, and backs of the hands. Fine exfolia- 
tion occurs. The condition has been seen only in times 
of want, but no other nutritional significance is apparent, 
Vitamin-A and vitamin-C therapy was tried with no 
definite success. 

Fellinger found that the shortage of food in Austria 
had resulted in a big increase in alimentary disease, 
especially colitis and dysentery. The easily digested 
carbohydrate foods, such as white flour, milk, and eggs, 
were difficult to obtain. Diabetics had the greatest 
trouble in getting what they required, but the shortage 
of calories had apparently been beneficial rather than 
otherwise. The diabetic had to eat much bread and 
potatoes and the dose of insulin was difficult to regulate. 
Lack of protein also hindered the treatment of anaemia 
and blood transfusions had often to be used. Protein 
hydrolysates could not be obtained and dried milk and 
eggs were scarce. 

Stein discussed the influence of food shortage on acne 
and psoriasis. He stated that observations on young 
people who had spent years in concentration camps and 
had lost weight showed that acne and psoriasis did not 
occur during confinement, but began again when the 
adolescents were liberated and put on a slightly more 
generous diet. 

Reuss, who contributed a paper on the nutritional 
state of Viennese children, had not found any conclusive 


evidence of a decline in lactation in nursing mothers in . 


Vienna. The allocation of 750 ml. a day of milk for the 
artifically-fed child during the first 6 months was, he 
considered, on the high side. Children aged 1 to 3 were 
allowed 1,000 calories a day; they should have 300 to 
400 more, preferably in the form of fats and bread. 
Adolescents, who need up to 2,600 calories, received only 
1,500 from the rations. School children should have a 
** growth addition ”’ of 1,750 calories and youths in work 
a “ work addition ” of 2,200 calories a day. 

Some of the figures for infectious diseases in Vienna 
given by Kuudratitz in his paper are shown in the 
following table: 


Disease Year No. of Cases | Deaths, % 

1944 2,741 5 

Diphtheria {194s 2,880 10 
1946 3,736 4-6 
1944 4,631 1:5 

Scarlet fever {194s 2,216 3 
1946 1,835 1 

Tuberculosis: New 1930—44 | 2,000—2,900 

cases {194s 4,213 

1946 2,984 


The death rate from tuberculosis in children in 1945 
was five times what it was in 1937-8. Ina given month 
in 1946 there were 30,000 cases of active tuberculosis 
(9,000 in. persons under 25 years); in 1943, 33,000 
(11,000 in persons under 25 years). During an epidemic 
of measles in 1947 second attacks were observed in some 
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young and old people. Prophylactic serum failed to 
give protection in 50% of cases, although the course of 
the disease was mitigated. 

Schur observed during the acute hunger period in 
Austria that lack of calories and protein caused loss of 
weight, reduced resistance to infections like pneumonia 
and tuberculosis, and delayed the healing of wounds, 
which were often followed by fatal staphylococcal 
septicaemia. Specific vitamin deficiencies were rarely 
seen. Melanosis with hypotonia appeared when the 
diet started to improve towards the end of 1945. Blood 
sugar, potassium, and sodium were always normal. 
Diabetics tended to improve; the blood sugar was not 
high and coma was rare, but intolerance to insulin was 
often seen and great care had to be taken to prevent 
hypoglycaemic coma. Diminution in sexual desire in 
both sexes and amenorrhoea were common. 

Puntigam referred to the general complaints often 
made by the Viennese population of tiredness and lack 
of energy. He compared observations made by U.S. 
doctors on 10,000 Viennese adults with his own observa- 
tions on nearly 1,100 people of both sexes. Both groups 
were aged 17 to 50 and were free from any detectable 
disease. Altogether 90% of the men and 76% of the 
women were underweight, some by as much as 9 kg. 
The standards for comparison were derived for the age 
group 20 to 49 from U.S. sources, but for the other age 
groups the source is not given. From the data presented, 
however, there can be no doubt that the Viennese are 
considerably underweight. Systolic blood pressures in 
men aged 20 to 40 frequently gave values as low as 
80 mm. Hg. 

Husslein quoted Katz and Kénig, who showed that 
babies born in the Vienna University Women’s Hospital 
in 1917-20 weighed on an average 3,103 g. as compared 
with 3,181 in 1910-12; approximately 6,000 children 
were weighed in each period. In the same hospital the 
mean for 3,000 children in 1944 was 3,217 g. and for 
2,400 children in 1945 it was 3,011 g., giving a fall of 
200 g. for 1945, which was the worst year for food. 
Some 7,000 children born in Innsbruck in 1940-5 had 
a mean weight of 3,263 g. compared with a mean of 
3,270 g. for 5,000 children born in 1934-9. The lowest 
mean of recent years, 3,232 g., was for 880 children born 
in 1945. Husslein referred to Poremlesky’s finding that 
the mean birth weight in besieged Leningrad in 1941-2 
was 410 g. below that observed in peace time. 

Groups of Viennese, 150 in each, aged 9 to 14, 20 to 30, 
and 60 to 80, were specially surveyed. The body weights 
were compared with the tables of Baldwin (U.S. children) 
and Hassing. Figures below 90% of the standard were 
regarded as indicating underweight; Auerswald and 
Bornschein found that 46% of the children, 32% of adults, 
and 61% of the aged were underweight. The bulk of 
the blood protein values lay between 7 and 7-9 mg. per 
100 ml. and only three of the values, all in the oldest 
group, were under 6-5. [The conclusion of Auerswald 
and Bornschein that the values show a displacement 
towards the lower limits of normal are, therefore, 
scarcely justifiable. The haemoglobin and erythrocyte 
data show a slight tendency to be on the low side.] 

H. E. Magee . 


1546. White Bread and Epilepsy in Animals 

M. L. SiLver, R. E. JOHNSON, R. M. KarK, J. R. 
E. P. MONAHAN, and §S. S. Zevin. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.] 135, 757- 
760, Nov. 22, 1947. 4 figs., 13 refs. 


To 56 dogs and 6 monkeys a control diet of unbleached 
white flour (75% of the diet), liver powder, casein, 
minerals, and vitamins was given for 3 months. The 
diet maintained health and a good nutritional state. 
It would then appear [though the paper is not clear on 
this point] that an experimental diet was given containing 
flour treated with agene (nitrogen trichloride, NCl,), 
30 g. per 45.4 kg. Cats and rats also received the 
experiméntal diet but the number is not stated. All 
of the animals, except rats, developed nervous symptoms 
of some sort, but the clinical picture varied in the different 
species and also between individuals. Dogs showed 
ataxia, asthenia, epileptiform convulsions, and a change 
in attitude—from aggressiveness to meekness or vice 
versa. There were “ standing ” fits—the animal standing 
motionless and staring into space for minutes—and 
running fits—the animal howling, rushing about, falling, 
with salivation and clonic movements lasting for 5 minutes 
orso. Encephalograms revealed dysrhythmia resembling 
that seen in human epilepsy. Continued consumption 
of the agenized flour increased the severity of the disorder, 
which often ended in death. Cats had more ataxia and 
fewer convulsions, and larger amounts of the treated 
flour were required to produce the symptoms. The 
disorder in monkeys was characterized by tremors, 
which came on in about 5 days, asthenia, sluggishness, 
and lack of skill in performing movements, easy fatigue, 
and cerebral dysrythmia. Rats had no nervous symp- 
toms but red pigment accumulated round the eyes, nose, 
and head, which fluoresced in ultraviolet light and was 
presumably a porphyrin. Fractionation showed that 
the toxic factor resided in the gliadin of the wheat protein. 
Intravenously solutions of agenized synthetic amino- 
acids in proportions approximating to gliadin in com- 
position produced fits. Of 13 amino-acids separately 
tested, cystine and cysteine caused seizures. Agenized 
casein and lactalbumin also caused seizures in dogs, 
lactalbumin being twice as potent as the casein, in 
accordance with the cystine content. Chemical work in 
progress has shown that the tryptophan is oxidized and 
that sulphoxides and sulphones are formed at the S 
linkage. Attention is being directed to those diseases 
which have apparently increased during the 25 years. 


since agene was introduced—peptic ulcer, disseminated — 


sclerosis, and schizophrenia. H. E. Magee 
1547. Role of * Agenized ’’ Flour in the Production of 
Running Fits . 

G. W. NeweELL, T. C. Erickson, W. E. Gitson, S. N. 
GersHorr, and C. A. E-vensem. Journal of the American: 
Medical Association [J. Amer. med. Ass.] 135, 760-763, 
Nov. 22, 1947. 6 refs. 


A control diet of untreated white flour (84% of diet), 
liver powder, corn oil, vitamins, and salts was given to 
6 dogs and resulted in good growth and health. The- 
untreated flour was replaced by “ agenized”’ flour and. 
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the diet was given to 16 other dogs; all 16 developed 
hysteria, the time of onset depending on the amount of 
agene (NCI,) used. With 1 g. per 45-4 kg. symptoms 
began in 13 to 48 days; with 20 g. per 45-4 kg. symptoms 
began after 3 to 8 days, and always led to death. Un- 
treated flour made from varying types of wheat produced 
no symptoms; other improvers used in place of agene, 
such as benzoyl peroxide, chlorine dioxide, chlorine, 
nitrogen peroxide, and methyl dichloramine, proved to 
be non-toxic after 12 weeks. The toxic factor was found 
to be in the protein of the wheat and not in the carbo- 
hydrate or lipids; it resists pancreatic digestion, is 
soluble in 75% alcohol, is dialysable, and is not pre- 
cipitated by lead acetate. Trials with monkeys showed 
that the agenized flour caused changes in the encephalo- 
gram but no other signs or symptoms. It had no effect 
on rats, chicks, or guinea-pigs. Four human subjects, 
aged 6 to 16, on good diets, including 70 to 105 g. of 
treated wheat flour (3 to 20 g. NCI, per 45-4 kg.), for 
2 to 4 months showed no signs or symptoms or changes 
in the encephalogram. H. E. Magee 


1548. A Comparison of the Utilization and Acceptability 
of Fresh and Dehydrated Food 

H. J. Dever and R. M. JoHNSON. Journal of Nutrition 
[J. Nutrit.] 34, 507-521, Nov. 10, 1947. 5 refs. 


Three series of tests were made on 8 male volunteers 
in order to compare the nutritional value and the accept- 
ability of fresh and of dehydrated foods. First, fresh 
foods were given for two periods of 8 days and one of 
5 days, then the dehydrated foods were given for four 
periods of 8 days, and lastly the fresh foods were again 
given for five periods of 8 days. During the last period 
of each series the amount of food consumed was deter- 
mined by the appetite of the subject; during the other 
tests the amount was restricted so as to provide 2,000 
calories and about 12 g. of protein daily with the fresh 
food, and 2,000 calories and about 11 g. of protein with 
the dehydrated food. The changes in body weight, the 
nitrogen balance, and the digestibility of fat and proteins 
all showed that there was no appreciable difference in 
the nutritional value of the two types of food. The 
acceptability and the satiety values of dehydrated food 
were also quite as high as those of fresh foods. This 
latter finding, which is not in accord with earlier 
experience, is no doubt due to the better methods of 
manufacture and storage now available and the better 
methods of preparation of the food for consumption. 

J. Yudkin 


1549. Some Studies on the Nutritive Value of Butter 
Fatty Acids 

E. HEFTMANN. Journal of Nutrition [J. Nutrit.] 34, 455- 
467, Oct. 10, 1947. 14 refs. 


There is evidence from experiments hitherto reported 
that the short-chain (volatile) fatty acids of low mole- 
cular weight found in butter are inferior to the fatty 
acids of higher molecular weight. The present work was 
undertaken to determine whether this effect was due to 
certain features of the previous experiments to which 
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objection might be taken. The technique here adopted 
was to free the butter from the acids of low molecular 
weight by steam distillation. The results of feeding 
tests showed that this procedure did not affect the growth 
of rats fed on the butter. Further experiments were 
then conducted on the effect of hydrogenation of the 
butter fats. In some of these, where male rats were 


- used and the diets were relatively low in vitamins A and 


D, hydrogenation resulted in a decreased nutritive 
value. It may be that the effect of the unsaturated 
vaccenic acid, which has been reported to promote 
growth, is only shown when the diets do not contain 
large amounts of vitamins A and D. This point needs 
further investigation, since it was also demonstrated 
that completely hydrogenated butter fat did not affect 
absorption and storage of vitamin A. J. Yudkin 


1550. The Effect of Fat Level of the Diet on General 
Nutrition. IV. The Comparative Composition of Rats 
in Relation to Intake of Fat and Calories 

B. T. SCHEER, E. StrAuB, M. Fretps, E. R. MESERVE, 
C. HENprRIcK, and H. J. Deve. Journal of Nutrition 
[J. Nutrit.] 34, 581-586, Oct. 10, 1947. 5 refs. 


NERVOUS SYSTEM 


1551. The Question of Vascular Neurosis. (K sompocy 
© COCYHHCTOM HeBpose) 

K. M. Bykov and A. T. SHONIK. CoBetckan Menuunna 
[Sovetsk. Med.] 10, No. 8, 7-14, 1947. 10 figs. 


The authors quote Pavlov’s statement that there are 
two immediate causes of neurosis: (1) “ violent and 
prolonged irritation—that is, over-straining of the 
irritative process’’, and (2) “the impact of contrary 
processes”’. They conditioned the reflex responses of 
vasodilatation to warmth and vasoconstriction to painful 
heat by lighting a 40-watt lamp and sounding a bell 
respectively; applying the principle just quoted they 
produced in 3 healthy women transient experimental 
neuroses (in the special sense which Pavlov gives to the 
word). 

The subject was seated with both forearms in identical 
recording plethysmographs, containing water at 37° C., 
and an apparatus was used for measuring the heat 
radiated from the skin of the arms. The unconditioned 
stimuli consisted in the application of an electrically 
heated disk (diameter 3 cm.; temperature 43°C. for 
warmth, 63° C. for pain) to the skin over the first and 
second thoracic vertebrae in the midline, the same skin 
surface being used in all experiments. After a period 
of habituation to the experimental situation, and after 
extinction of the unconditioned responses to the light and 
the bell, conditioning was begun; the bell was rung for 
20 to 30 seconds and the painful stimulus was given 
during the last 10 to 15 seconds. After 23 to 28 trials, 
each of 3 repetitions, a reliable conditioned reflex was 
established, the sound of the bell being followed by an 
immediate vasoconstriction, which increased further 
when the painful stimulus was given. Similarly, after 
33 to 40 trials a reliable conditioned vasodilatation to 
the stimuli light-++ warmth was established. 


rition 
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The following variations, among others, were then 
introduced: (1) Instead of 3 trials of bell+pain and 
then 3 of light+-warmth, the order was changed to 
light-+warmth 3 times followed by bell+pain 3 times, 
and so on. (2) In alternate tests, for example, the first 
and third, the combination bell+pain (63°C.) was 
changed to bell+heat (53° C.) and in the second and 
fourth tests to bell+ warmth (43° C.). The effect was a 
conditioned paradoxical constriction to the warm 
stimulus. (3) Bell+pain was changed to bell+the 
spoken words, “ I’m giving the hot one ” (without doing 
so), which produced full vasoconstriction, and similarly 
with the combinations: light+‘‘ I’m giving the warm 
one”, “I’m sounding the bell”+pain, and “I’m 
turning on the light’’+warmth. The subjects stated 
that they actually perceived pain, warmth, sound, and 
light respectively; conversely, in some of the other 
trials the light and sound were not noticed though they 
produced their reflex effects. (4) The intervals between 
the alternating stimuli were gradually reduced until the 
subject was responding adequately to bell and light a 
minute apart. (5) The bell stimulus was reinforced by 
warmth instead of pain, and the light by pain instead of 
warmth, with consistent reversal of the response after 
about 48 repetitions. (6) With 2 subjects light and bell 
were given together, causing indefinite fluctuations of the 
plethysmograph. During and after the more severe of 
these variations the subjects were restless and uncom- 
fortable, yawned, and complained of tiredness and that 
the experiment was unusually prolonged (though it was 
not). Their plethysmograph responses were erratic 
and asymmetrical. This is the so-called vascular 
neurosis. There was a return to normal when the original 
simple sequence of stimuli was given twice a week, or, 
in another subject, with the administration of caffeine 
and sodium benzoate, 0-1 g., before the daily experiments. 

Elliott Emanuel 


1552. Central Nervous System Resistance. III. The 
Effect of Adrenal Cortical Substances on the Central 
Nervous System 

R. G. GRENELL and E, L. McCawtey. Journal of 
Neurosurgery [J. Neurosurg.] 4, 508-518, Nov., 1947. 
8 figs., 8 refs. 


The authors tested the influence of adrenal cortical 
hormones on the injury produced in the cerebral cortex 
by exposure to airand drying. The effects of the exposure 
were assessed by: (1) electroencephalography; (2) intra- 
venous injection of trypan blue; (3) histological examina- 
tion. In many of the control animals gross oedema of 
the exposed brain was noted, and intracellular and inter- 
cellular oedema was seen histologically. This was never 
observed in animals treated with adrenal cortical hor- 
mone; in them the degree of staining by trypan blue was 
much less than in controls, and in some cases there was 
no staining. Theelectroencephalogram remained normal 
in the treated animals, whereas there was almost com- 
plete flattening of waves in controls. In the intact 
animal, non-anaesthetized or under urethane-ether, 
chloralose, barbiturate, or curare, injections of adrenal 
cortical extract or of desoxycorticosterone acetate 
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increased the potential differences in the electroencephalo- 
gram progressively for 50 minutes. But whereas the 
frequency increased with whole cortical extract, it was 
diminished after injection of desoxycorticosterone 
acetate. The authors consider that adrenal cortical 
extracts may be useful in the treatment of post- 
concussional states. J. G. Greenfield 


1553. Hyperglycemia Induced by the Action of Adrenalin 
on the Central Nervous System 

A. LeIMporFeR, R. ARANA, and M. H. HACK. American 
Journal of Physiology [Amer. J. Physiol.] 150, 588-595, 
Oct., 1947. 5 figs., 20 refs. 


Following the observation that intrathecal injection of 
adrenaline fails to raise the blood pressure (Leimdorfer, 
1926), the authors investigated the action on the blood 
sugar of adrenaline administered by this route. They 
found a sustained hyperglycaemia, which, in view of the 
absence of circulatory effect and the impermeability of 
the blood-cerebrospinal-fluid barrier to adrenaline, they 
attribute to a direct action on the central nervous system. 
This they were unable to locate by experimental injuries 
to the hypophysis. The authors regard their hypo- 


physectomies as possibly incomplete. Alex. Comfort 


1554. Some Fatigue Effects on the Human Retina 
Produced by Using Coloured Lights 

H. HartripGce. Nature [Nature, Lond.] 160, 538-539, 
Oct. 18, 1947. 


In opposition to Burch’s view and in agreement with 
Edridge-Green and Marshall the author finds that yellow 
is a fundamental colour sensation, not a blend of red 
and green. A monochromatic-filter admitting passage 
to the retina of rays of wavelength 0-57 at 200 to 400 
foot-candles for 4 to 1 minute fatigues the retina for 
spectral yellow, which now seems grey or colourless. 
When the retina in similar conditions is exposed to yellow 
from a dichromatic filter, the stimulating yellow being a 
compound of red and green, the yellow receptors are not 
fatigued by it for spectral yellow. The stimulating 
dichromatic yellow is equal in intensity and quality to 
the monochromatic but is slightly less saturated. When 
a narrow yellow band of spectral yellow is used for stimu- 
lation simultaneously with one from the green-blue 
region the fatiguing action is lost; the greenish-blue 
rays inhibit the specific fatiguing effects of the yellow. 
Some other spectral effects of the exposures are given 
which seem to be of interest. The precise spectral 
limits of the effects and other details of the inhibitory 
action of the rays of shorter wavelength have not yet 
been determined. D. T. Barry 


1555. Innervation of the Choroid Plexus 

M. TsuKER. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 58, 474-483, Oct., 
1947. 2 figs., 5 refs. 


1556. Blinking: Its Role in Physical Measurements 
R. W. Lawson. Nature [Nature, Lond.] 161, 154-157, 
Jan. 31, 1948. 13 refs. 
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1557. Action of Sodium Salicylate on Prothrombin 
Time in Rabbits 

L. B. Jaques and E. Lepr. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 66, 178-181, Oct., 1947. 1 fig., 8 refs. 


It has been suggested that the effect of sodium sali- 
cylate in prolonging prothrombin time is due to its 
conversion to dicoumarol or related substances. To test 
this possibility 6 mg. of dicoumarol per kilo body weight 
and 0-5 g. sodium salicylate per kilo were given orally 
and intravenously to normal rabbits. Prothrombin 
times were determined by Quick’s method on 12:5% 
plasma. Prothrombin time was increased after oral 
administration of salicylate but not after intravenous 
administration. Dicoumarol intravenously and orally 
increased the prothrombin time to about the same extent. 
It is suggested that the salicylate may be converted to 
dicoumarol or a similarly acting compound in the 
intestine by the action of bacteria. Experiments were 
therefore carried out with 2 g. sodium sulphasuxidine 
per kilo alone and 2 g. sodium sulphasuxidine with 
0-5 g. sodium salicylate per kilo. Sodium sulphasuxidine 
did not affect the prothrombin time and prevented the 
increase in prothrombin time after salicylate. Attempts 
to demonstrate intestinal bacterial conversion of salicylate 
in vitro were unsuccessful. S. S. B. Gilder 


1558. Further Observdtions on the Pharmacology of 
“ Dolophine *’ (Methadon, Lilly) 
C. C. Scorr, K. K. CHEN, K. G. KOnHLsTgapDT, E. B. 
Rossins, and F. W. Israet. Journal of Pharmacology 
and Experimental Therapeutics {J. 91, 147- 
156, Oct., 1947. 4 figs., 21 refs. 


This analgesic, originally given the German serial 
number 10,820, is now marketed in Britain as 
physeptone”’ and in U.S.A. as “dolophine”, and 
“methadon”’. The present report extends earlier 
experimental observations on the properties of this 
substance. 

Tolerance and addiction were studied in dogs and rats. 
Dogs receiving increasing doses of physeptone (up to 
20 mg. per kilo twice daily intraperitoneally, and up to 
5 mg. per kilo thrice daily subcutaneously) at increasingly 
frequent intervals for periods of up to 56 days developed 
complete tolerance to the analgesic and narcotic actions 
of 5 mg. per kilo, of physeptone. No tolerance was 
observed to the parasympathomimetic effects of cardiac 
slowing and increased intestinal activity. All the animals 
lost weight, appetite being reduced, and feeding by 
stomach tube was required. A rise in pulse rate and a 
mild fever were the only signs of physical dependence 
and both signs disappeared in about 7 days in the dogs 
which had received physeptone for 56 days. Conditioned 
salivation was also noticed, and constipation occurred 
during the 56 days even while the animals were being fed 


by ‘stomach tube. Partial tolerance to the analgesic 
effect developed in rats given 27 daily doses of 5 mg. per 
kilo physeptone and the LD 50 after 27 days increased 
from 24 to 37 mg. per kilo (intraperitoneally). There 
was tolerance to morphine in a similar group of rats 
given daily injections of 30 mg. per kilo morphine 
sulphate. Motility of the small intestine was always 
increased in non-anaesthetized dogs by intravenous 
injection of physeptone (0-5 to 1 mg. per kilo), morphine 
(1 mg. per kilo), and pethidine (5 mg. per kilo). This 
activity was always inhibited by atropine. The con- 
stipating action in rabbits of 2 mg. of physeptone per 
kilo was approximately equalled by that of 5 mg. of 
morphine per kilo. The effects of several central 
stimulants on the respiratory depression (expired air 
measured quantitatively) which followed intravenous 
injection of 2 mg. physeptone per kilo were compared in 
dogs anaesthetized with sodium phenobarbitone. The 
order of efficiency was found to be; d-desoxyephedrine 
(2 mg. per kilo; +72-4%); d-amphetamine (2 mg. per 
kilo; +51-4%); and ephedrine (5 mg. per kilo; +39%); 
while nikethamide (30 mg. per kilo; +14-1°%), and 
l-n-propyl theobromine (10 mg. per kilo; +20-4%) were 
less effective. 

The finding that pethidine, like physeptone, stimulates 
the small intestine and also causes slowing of the heart 
in non-anaesthetized dogs does not support claims by 
other workers of an atropine-like action of pethidine. 
To test the site of action of physeptone in bringing about 
these effects the head of 1 dog was functionally isolated 
from its body except for the vagi and it was perfused with 
blood from a donor dog. Slowing of the heart and 
increased intestinal activity occurred in the recipient dog 
when physeptone was injected into the perfusing blood. 
The slowing of the heart was abolished and the intestinal 
activity much reduced after vagal section, indicating that 
these effects are largely due to central stimulation. 

Derek R. Wood 


1559. Studies in vitro and in vivo on the Influence of the 
Liver on Isonipecaine (Demerol) Activity 

E. L. Way, R. Swanson, and A. I. GIMBLE. 
Pharmacology Experimental 


Journal of 
Therapeutics [J. 
Pharmacol.} 91, 178-184, Oct., 1947. 4 figs., 11 refs. 


In vitro experiments show that extracts of fresh liver 
from rat, dog, and man almost completely destroy 
pethidine (‘‘ demerol”’, isonipecaine in U.S.A.) after 
about 90 minutes incubation at 38°C. Liver stored at 
room temperature for 3 hours loses most of this activity 
although the extract will still hydrolyse acetylsalicylic 
acid; liver stored at —20°C. maintains the activity. 
The reaction is inhibited by M/50 sodium fluoride and 
appears to be unimolecular. Rat blood has only slight 
activity after more than 90 minutes, other tissues having 
even less activity. Pethidine was estimated by a modi- 
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fication of Brodie and Udenfriend’s colorimetric method 
for estimating cinchonidine. The inactivation of 
pethidine by liver was confirmed in vivo in rats. The 
blood concentration of pethidine 1 hour after the intra- 
peritoneal injection of 40 mg. per kilo averaged 
0:7+0-2 mg. per litre of blood in 8 rats. In the same 
rats 48 hours after removal of two-thirds of the liver the 
average blood concentration of pethidine, under the 
same conditions, was significantly increased to 3-55+0°8 
mg. per litre of blood (P<0-01). The known potentia- 
tion by pethidine (20 mg. per kilo) of the duration of 
hypnosis due to thiopentone (30 mg. per kilo) is much 
greater after partial hepatectomy in rats, increasing from 
an average of 37 minutes in normal subjects to 91 
minutes after hepatectomy. Indeed, 4 out of 11 
hepatectomized rats died after the combined injection. 
Normal values for the duration of hypnosis were again 
obtained after an interval during which liver regeneration 
occurred. 

The authors confirmed their earlier finding that under 
the conditions of their experiments, duration of hypnosis 
due to thiopentone is not greatly increased after partial 
hepatectomy in rats (from 19 to 28 minutes), although 
the hypnotic effect of hexobarbitone (which is destroyed 
by the liver) is then prolonged. The results indicate that 
the liver is essential for inactivation of pethidine. It is 
suggested that doses of pethidine smaller than normal 
may give therapeutic results in patients with severe 
impairment of liver function. 

[It would be interesting to know whether the threshold 
dose of pethidine for analgesia is reduced after 
hepatectomy in rats.] Derek R. Wood 


1560. The Use of Dicumarol as an Anticoagulant: 
Experience in 2,307 Cases : 

E. V. ALLEN, E. A. Hines, W. F. KvALge, and N. W. 
BARKER. Annals of Internal Medicine [Ann. intern. 


Med.) 27, 371-381, Sept., 1947. 17 refs. 


Dicoumarol is a pure chemical compound which can 
be prepared synthetically. It impairs coagulation of the 
blood in vivo by depressing the content of prothrombin. 
It has no toxic action, but overdose will, of course, 
promote haemorrhage; for this reason it is unsuitable 
as an anticoagulant after operations on the brain or 
indeed in any condition, such as nephritis, blood dyscrasia, 
or ulcerative lesions, where oozing is likely to be danger- 
ous. Haemorrhage after excessive dosage may require 
treatment by transfusion and administration of vitamin K. 
The substance is not an ideal anticoagulant because it 
does not take effect for 2 or 3 days after the beginning of 
oral administration and its action persists for several 
days after administration ceases. It must not be used 
unless the dosage can be controlled by guidance from 
laboratory estimations of the prothrombin content of 
the blood. A common dosage is 300 mg. on the first 
day of treatment and 200 mg. on the second day. On 
each subsequent day, if the prothrombin amount is 
more than 20%, 200 mg. is given. On any day when the 
prothrombin falls below 20%, dicoumarol is withheld. 
Under appropriate control, dicoumarol can thus be 
administered whenever an anticoagulant effect is needed 


M=—=2H 
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—for months or even years. The clinical value of dicou- 
marol is best seen in the prevention of post-operative 
venous thrombosis and pulmonary embolism. The drug 


_also has a use, along with the more quickly acting heparin, 


in acute myocardial infarction and in the post-partum 
state, in thrombophlebitis, and in acute arterial occlusion. 

The present paper is a study of 2,307 medical and 
surgical cases. The value of anticoagulants is demon- 
strated by careful estimations of the number of patients 
presumably saved from such complications as venous 
thrombosis and pulmonary embolism and the number, 
in comparable groups, in whom such complications were 
seen before anticoagulants were generally available. 
There can be no doubt, from the evidence here presented, 
that dicoumarol should be employed much more widely. 

G. F. Walker 


1561. Metabolic Action of the Cardiac Glycosides. 
I. Influence on Respiration of Heart Muscle and Brain 
Cortex 

A. WOLLENBERGER. Journal of Pharmacology and 
Experimental Therapettics [J. Pharmacol.] 91, 39-51, 
Sept., 1947. 1 fig., 23 refs. 


The effect of “‘ ouabain” (g-strophanthin) upon the 
respiration of slices of left ventricular muscle and of 
cerebral cortex of normal guinea-pigs, studied by mano- 
metric measurement of oxygen consumption (Warburg), 
is described from the Pharmacology Department of 
Harvard Medical School. Low concentrations of 
ouabain, 2x 10~? molar, in glucose substrate increase 
respiration of heart muscle; higher concentrations, 
5x10-'M, first increase and then depress respiration. 
Of eight tissues studied only cerebral cortex slices behaved 
in this manner. Similar effects were seen with lactate 
substrates, but the oxidation of succinate was not inhibited 
by ouabain in the case of heart muscle and only 
moderately in the case of cerebral cortex slices. Pyruvate 
acted differently, since the initial stimulation of respira~ 
tion of cardiac slices by ouabain is changed to depression; 
with brain slices pyruvate, glucose, and lactate behave 
alike. Not only is washing ineffective in reversing the 
inhibition of brain cortex slices by ouabain but respiration 
is further decreased. 

When homogenized preparations are used ouabain 
has no significant effect. This may mean that an intact 
cellular structure is essential for the stimulation and 
inhibition effects of ouabain and that the cell surface 
is the site of interaction. For example, fixation of 
ouabain on the cell might facilitate entry of oxidizable 
substrate (stimulation) or allow loss of diffusible respira- 
tory enzymes (inhibition). Caution is enjoined in 
relating the ouabain-induced respiratory changes to the 
therapeutic effect on the intact heart; a relation may 
exist between these effects and the tissue damage already 
observed by others. It is interesting that the dose of 
ouabain which produces systolic standstill of the isolated 
guinea-pig heart under analogous conditions inhibits 
cardiac respiration by 53%. Again, the anatomical 
lesions of myocardium and cerebral cortex seen with - 
digitalis poisoning are the same as those of anoxia. 

George Brownlee 
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1562. Action of Digitalis Glycosides on the Central 
Nervous System with Special Reference to the Convulsant 
Action of Red Squill 

H. Gotp, W. Mope.t, M. CATTELL, J. G. BENTON, and 
E. W. Cotrtove. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 91, 15-30, Sept., 
1947. 4 figs., 19 refs. 


Purified preparations of cardiac glycosides from 
different sources were examined for acute toxic effects 
after intravenous injection in female Wistar rats. ‘“* Scil- 
liroside ” (red squill), “‘ urginin *’ (red squill), “ scillicin ” 
(white squill), digitoxin (purpurea), gitalin (purpurea), 
* ouabain ”’ (strophanthus) and “ folinerin ’’ (oleander), 
showed convulsant and cardiac activity, while “* digoxin ” 
(lanata), lanatoside C (lanata), “ digilata ’’ (lanata), and 
convara’”’ (convallaria) showed only cardiac activity. 
With scilliroside, urginin, digitoxin, and gitalin the 
classical convulsant action seen with red squill was the 
cause of death; with all other preparations the cause of 
death was cardiac arrest. It is thought that the con- 
vulsant property is shared by al] cardiac glycoside pre- 
parations but differs in degree because of differences in 
fixation of the toxic principle, and that the predominant 
convulsant action is peculiar to the rat. The reservation 
is made that the convulsant effect seen with the white- 
squill preparation may be due to contamination with red 
squill. Scilliroside shows the properties of a typical 
digitalis glycoside in man and in the frog and cat. 

George Brownlee 


1563. Influence of C.N.S. Analeptics on Cholinesterase. 
UCHTpasIbHOH HEPBHOH CHCTe- 
MbI Ha 

A. A. MYAZDRIKOVA. TOKCHKOSIOrHA 
[Farm. Toksikol.] 10, No. 3, 3-6, 1947. 3 figs., 18 refs. 


Eserine was at first considered to have a specific 
inhibitory effect on cholinesterase. Later on, several 
other substances were added to the list. Strychnine in 
large concentrations, morphine in small doses, various 
morphine derivatives, alcohol, ether, ascorbic acid, and 
methylene blue inhibit cholinesterase. At the same 
time other substances were found to have an opposite 
effect on cholinesterase. Quastel and Tennenbaum 
observed that morphine and its alkaloids in large con- 
centration diminished the specific effect of acetylcholine 
on a muscle of a leech. Rosenbaum and Winterstein 
found an antagonistic action of eserine and curare on 
acetylcholine. 

Experiments were carried out with five analeptics 
acting on the spinal muscles of a leech. It was found 
that acetylcholine with eserine-treated muscle or acetyl- 
choline and eserine with non-eserine treated muscle gave 
rise to muscle contractions of varying strength. With the 
latter combination there was a quicker and stronger 
contraction. Caffeine was used in a concentration of 
1 in 5,000 in various combinations with acetylcholine and 
eserine. To a combination of caffeine with eserine, or 
to caffeine alone, or to acetylcholine alone, the muscle 
did not respond at all. When the three drugs were 
used together the muscle contracted as well as after a 
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combination of acetylcholine. with eserine. With the 
first combination contraction took place sooner than 
with the second, but the strength of the contraction was 
the same. With a second injection the response was 
stronger and quicker. The presence of caffeine speeded 
up the contraction. This indicates that caffeine alone 
has no action on contraction of striated muscle, but in 
combination with acetylcholine and eserine it enhances 
the action of cholinesterase both on single or repeated 
injection. 

Strychnine is supposed to inhibit the action of cholin- 
esterase, but its action is much weaker than that of eserine, 
Strychnine used in concentrations of 1 in 4,000, 1 in 
10,000 and 1 in 50,000 and combined with eserine or 
acetylcholine had no apparent action. No contraction 
occurred when leptazol or nikethamide was used, either 
alone or in combination with acetylcholine, but on the 
addition of eserine the muscle contracted. This con- 
traction occurred more quickly after a second injection. 
The action of leptazol was stronger than that of 
nikethamide. T. Guercken 


1564. The Antidiuretic Effect of Morphine and Demerol 
in Congestive Heart Failure 

M. I. Ferrer and L. SoKOLoFF. American Journal of 
Medical Sciences [Amer. J. med. Sci.) 214, 372-384, 
Oct., 1947. 7 figs., 37 refs. - 


Nine patients with congestive heart falure who had 
failed to respond to rest in bed and digitalis were studied. 
Two ml. of “ mercupurine” (‘‘ novurit ’’) was given to 
each intravenously, and when diuresis was well estab- 
lished, usually about 80 minutes after the injection, 
10 mg. of morphine sulphate was given intramuscularly. 
The urinary excretion was measured over 3 to 5 hours 
after the injection of mercupurine, urine being obtained 
by catheter every 20 minutes. The patient was then 
allowed to become oedematous again to the former weight 
level and the test was repeated but without the morphine. 
In 3 of the 9 patients the diuresis was reduced by the 
morphine (to the extent of about 1 pint; 568 ml.) when 
compared with the control study, and in 2 of these the 
diuresis was reduced by 75 mg. of pethidine (demerol) 
to about the same extent. The effect of morphine on 
the water diuresis of 4 normal subjects was studied, 
water being given by mouth to | patient and intravenously 
with 5% glucose to 3 patients. Morphine reduced 
diuresis when water was taken by mouth—the effect 
being in part due to delayed absorption from the stomach 
—and also reduced diuresis in 1 of the 3 subjects given 
intravenous infusions. The mechanism of the anti- 
diuretic effects of morphine and pethidine is considered 
to be an action on the hypothalamic-hypophyseal 
system by which antidiuretic hormone is liberated. 

[The work involves only a few subjects and shows an 
inhibition of mercurial diuresis in one-third of the 
subjects with heart failure. The degree of this inhibition 
is not sufficient to contraindicate the use of mercurial 
diuretics and morphine together, at least if the dose of 
morphine is about gr. 4 (11 mg.), as in this investigation. 
Observations on the effect of doubling the dose would 
have been instructive.] S. H. Cookson 
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1565. Nicotinic Acid and Convulsive Poisons. (HuKo- 

N. V. SAPEZHINSKAYA. TOKCH- 
xonorua [Farm. Toksikol.] 10, No. 3, 11-14, 1947. 


Nicotinic acid, the anti-pellagra factor, helps absorp- 
tion of colloids and semi-colloids of certain dyes by the 
peritoneum. It is well tolerated by experimental animals, 
even in doses of 2 to 3 g. per kilo body weight. Its 
effect on blood pressure and respiration is negligible. 
The toxic effects of nicotinic acid were observed when it 
was introduced simultaneously with convulsive poisons, 
such as strychnine. Experiments were carried out in 
mice, rats, guinea-pigs, rabbits, and frogs. Nicotinic 
acid was neutralized by sodium bicarbonate. White 
rats were given, hypodermically, a solution of strychnine 
with 2% solution of nicotinic acid. In 3 to 4 minutes 
the animals had convulsions and died. On hypodermic 
injection of strychnine alone, the convulsion started in 
6 to 10 minutes and only 70% of the animals died. The 
same results were observed when strychnine was given 
orally. 

Similar results were obtained with other experimental 
animals. There were even more dramatic results in 
frogs in which the pyloric part of the stomach had been 
ligated. Of 14 frogs 7 received strychnine with nicotinic 
acid; the 7 control frogs were given strychnine in lethal 
doses. Four frogs were given normal saline and 4 a 
solution of nicotinic acid. The following morning the 
7 frogs given strychnine with nicotinic acid were all 
dead, while the others were alive. To verify these 
results gastric juice was obtained from the poisoned frogs 
and injected into healthy frogs. In 15 to 40 minutes 
these frogs had convulsions and died. This indicates 
that nicotinic acid increases the absorptive power of 
gastric mucosa, a property which might be utilized in the 
case of drugs slowly absorbed from the stomach. 

TT. Guercken 


1566. A New Synthetic Antihistamine Drug. (Un 
nouvel anti-histaminique de synthése) 

P. VALLERY-RADoT, J. HAMBURGER, and B. HALPERN. 
Presse Médicale [Pr. méd.] 55, 661-662, Oct. 4, 1947. 
2 figs. 


A new antihistaminic compound, “ 3277 R.P.’’, which 
is a derivative of thiodiphenylamine and has the following 
structure: 


N 


H; HCl 


is stated to have greater activity than any of the other 
antihistaminic compounds, “ neo-antergen”, “ pyri- 
benzamine ”’, or “ benadryl”’. Its toxicity in animals is 
also said to be less than that of the other compounds. 
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In guinea-pigs it has a protective action against 1,500 
lethal doses of histamine as compared with 50 to 100 for 
the other compounds. It also has a more prolonged 
protective action against the bronchoconstrictor effects 
produced by histamine in guinea-pigs. It inhibits the 
action of histamine on the isolated intestine, on the 
uterus, and on the vessels, but it has no inhibitory effect 
on gastric secretion. Although its antihistaminic action 
cannot be responsible, the compound counteracts in 
animals the effects of anaphylactic shock due to sheep’s 
serum. 

Clinically, the average daily dose is about 0-05 to 
0-10 g. per day: this dose may-be divided into three. 
The drug has only a preventive action and the alleviation 
of symptoms occurs only during treatment, which usually 
had to be continued for a long time. The drug was very 
effective in 47 cases of urticaria, in cases of pruritus (even 
of parasitic origin), in 38 cases of hay-fever, in 7 out of 
21 cases of asthma (of allergic origin), in 5 out of 8 cases 
of Quincke’s disease, and in 4 out of 10 cases of migraine. 
The reactions are stated to be mainly of nervous origin, 
and these are present only at the beginning of treatment. 
They consist of temporary somnolence, vertigo, and a 
certain amount of instability while standing; they are 
stated to be only temporary and pass off during treatment. 

R. Wien 


1567. The Effect of Di-isopropyl Fluorophosphate on 
Neuromuscular Transmission 

C. C. Hunt. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.| 91, 77-83, Sept., 1947. 
5 figs., 9 refs. 


This report from Cornell University Medical College 
compares the effect of di-isopropyl fluorophosphonate 
(DFP) with that of prostigmin and of physostigmine on 
neuromuscular transmission in the cat. The intra- 
arterial (popliteal) injection of 100 ug. per kilo of DFP 
during stimulation of the sciatic nerve by maximal break 
shocks (coil) results in 100% increased muscle tension 
for 30 minutes or more. Large amounts gradually 
depress, with blocking at 1 mg. per kilo. The same is 
true for single shocks, but 3 mg. per kilo is necessary to 
block the impulse. After 200 yg. per kilo DFP the 
muscle responds to as little as 0-1 yg. per kilo acetyl- 
choline. After 0-1 mg. per kilo d-tubocurarine, response 
to stimulation was restored with 200 wg. per kilo DFP 
but less so than with 10 ig. per kilo prostigmin; in 
addition fasciculations were not seen with DFP. This 
latter action is thought to mean that both DFP and 
prostigmin inhibit cholinesterase but prostigmin has an 
additional mechanism for antagonizing curare. After 
the intra-arterial injection of 200 yg. per kilo of DFP, 
1 pg. per kilo of acetylcholine depressed the response to 
nerve shock; with 100 ug. per kilo of DFP the same 
dose of acetylcholine gave an increased response; in the 
latter circumstances large doses of acetylcholine caused 
depression. After 200 yg. per kilo DFP, 5 pg. per kilo 
of prostigmin produces a depression similar to that seen 
with acetylcholine after DFP. Physostigmine 20 pg. 
per kilo intra-arterially results in maximal potentiation, 
but after DFP maximal potentiation, physostigmine 
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causes depression. Two possible explanations are 
advanced; the first, that the further depression is due to 
more acetylcholine accumulated by further inhibition 
of cholinesterase, or, secondly, that prostigmin and 
physostigmine have a direct nicotine-like action in addi- 
tion to anti-esterase action. The continued response of 
muscle to single nerve shocks and the duration of 
the response after acetylcholine are thought to depend 
on the presence of cholinesterase at the end-plate and thus 
to be essential to junctional transmission at motor nerve 
endings. George Brownlee 


1568. Cardiovascular and Respiratory Effects of the 
Anti-histamine Agent, §-Dimethylaminoethyl Benzhydryl 
Ether Hydrochloride (Benadryl Hydrochloride) 

C. V. WINDER and R. W. THomas. Journal of Pharmaco- 
logy and Experimental Therapeutics [J. Pharmacol. 91, 
1-14, Sept., 1947. 6 figs., 43 refs. 


The intravenous administration of 1 to 16 mg. of 
“* benadryl ” hydrochloride per kilo to dogs anaesthetized 
with phenobarbitone sodium was followed first by a 
transitory fall in arterial blood pressure of about 2 
minutes’ duration, and then by a rise of about 46 minutes’ 
duration. These changes were seen after section of 
carotid nerves and vagi, during variation of pulse rate, in 
animals given 1 mg. of atropine sulphate per kilo, in the 
presence of 10 pg. of acetylcholine bromide per kilo, 
and during marked alteration of ventilation. It is 
concluded that they are due to local vascular changes or 
to effects on sympathetic ganglia. A dose-rate relation 
was established between the drug and the primary blood- 
pressure fall in intact animals but not between the drug 
and the secondary rise. The secondary pressure rise was 
small with a maximum of 26 mm. Hg and decreased with 
repeated doses. Doses of 1 to 4 mg. per kilo caused 
variable changes in heart rate not greater than 20%; 
8 and 16 mg. per kilo consistently slowed the heart by 
22%; the latter effect was unaffected by section of vagi 
or carotid nerves. Gross changes in rhythm were not 
detected on the electrocardiogram at any dose level. 
Respiration was slightly stimulated at 1 mg. per kilo, 
and intensely for 1 hour at 8 to 16 mg.; in addition the 
higher doses decreased respiratory volume with eventual 
temporary apnoea. With vagotomy the drug had no 
effect on respiratory volume and very little on 
acceleration. 

Benadryl hydrochloride depressed the isolated rabbit 
heart less than did papaverine hydrochloride. 

George Brownlee 


1569. Blood Levels and Excretion Rates of Antimony in 
Persons Receiving Trivalent and Pentavalent Antimonials 
G. F. Orro, T. H. MAREN, and H. W. BROWN. Ameri- 
can Journal of Hygiene [Amer. J. Hyg.] 46, 193-211, 
Sept., 1947. 5 figs., 15 refs. 


To patients with filaria infections a compound of 
tervalent antimony, lithium antimony thiomalate or 
sodium antimony thioglycollate, was given  intra- 
muscularly in daily doses containing 0-5 mg. of antimony, 
or a compound of quinquevalent antimony, “ neo- 
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stibosan” or “ solustibosan”’, was given intravenously 
in daily increasing doses reaching 4 or 6 mg. of anti- 
mony respectively. Colorimetric determinations were 
made at intervals of 15 minutes for 24 hours of the 
antimony content of blood plasma and cells, faeces, and 
urine. The tervalent compounds gave a high con- 
centration in blood cells and very little in the plasma. 
The quinquevalent compound gave a high concentration 
in plasma and urine and very little in blood cells. In all 
cases plasma concentration falls rapidly and nearly 
reaches zero in 24 hours. Faecal excretion is very 
slight with all four compounds. V. J. Woolley 


1570. Studies on the Effect of Salyrgan on the Absorption 
of Water and Colloid from Joints 

T. EpLunp and H. LinpEeRHOLM. Acta Physiologica 
Scandinavica [Acta physiol. scand.] 14, 248-256, 1947. 
1 fig., 41 refs. 


In rabbits anaesthetized with urethane, 0-85 ml. of 
5-5% haemoglobin solution, made isotonic with sodium 
chloride and calcium chloride, was introduced into each 
knee-joint. After 40 minutes a sample was withdrawn 
and haemoglobin concentration determined. The joint 
was then washed out thoroughly with saline and the 
haemoglobin concentration of the washings determined. 
From these values the colloid and fluid absorbed from 
the joints were calculated. Half the rabbits received 
injections of 1% “salyrgan” 10 minutes before the 
haemoglobin was introduced. In the salyrgan-treated 
rabbits the absorption of haemoglobin was increased by 
about 20% and absorption of fluid by about 78%, com- 
pared with the untreated controls. No diuresis had 
begun during the period of the experiment. It follows 
that the salyrgan has an action on the tissues apart from 
its effect on the kidney; some possible mechanisms are 
discussed but no final conclusion is reached. 

V. J. Woolley 


1571. Antiseptics of the Acridine Series. Part I. 
Effect of Various Substituents and Loading of the Terminal 
N—in the Dialkylamino Alkyl Side Chain of Type— 
NH(CH,)4NR, at Position 9 in 3-Methoxy-5-Chloro-9- 
Amino-acridine 

S. SmncH and J. R. CHaupuei. Indian Journal’ of 
Medical Research [Indian J. med. Res.| 35, 177-184, 
July, 1947. 2 figs., 11 refs. 


A series of acridine derivatives of the compound 
shown in the diagram (I) were tested for antibacterial 
properties against Staphylococcus aureus, Streptococcus 
haemolyticus, Bact. coli, Proteus vulgaris, Pseudomonas 
pyocyanea, and Salmonella typhi. 

1-Chloro-7-methoxy-5-aminoacridine (I, R=H) was 
found to be slightly more antibacterial (bactericidal and 
bacteriostatic) than acriflavine and considerably more 
potent than members of a series where R is (CH2)4NX_ 
(X being ethyl, n-propyl, n-butyl, or n-amyl). A sharp 
peak of activity occurred with the propyl member, 
1-chloro-7-methoxy-5-(Q-di-n-propylaminobutyl) amino- 
acridine. I (R=H) was also more potent than mepacrine, 
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which has the chlorine atom in the 2- position and in which 
R is 


NHR 


(1) 


The testing method was as follows: A 1 in 1,000 
dilution of each compound was made in simple broth 
containing 0-1% dextrose. From this dilutions of 
1/2,000, 1/4,000, 1/8,000, 1/16,000, 1/32,000, 1/64,000, 
1/128,000, and 1/256,000 were made. The tubes con- 
taining the drug dilutions and control broth tubes not 
containing the drug were autoclaved at 10 Ib. (4-5 kg.) 
for 10 minutes. Each tube of the dilution series was 
then inoculated with a loopful of a 24-hour broth culture 
containing one of the test organisms. The tubes were 
incubated at 37° C. and examined for visible growth after 
24, 48, and 72 hours. Lack of growth after 24 hours was 
taken as evidence of bacteriostasis. The first tube which 
failed to show growth after 72 hours was tested for the 
presence of live organisms, 3 loopfuls being transferred 
from this tube to a tube of sterile broth not containing 
the drug. Failure of the growth to appear in the 
subculture after 24 hours was taken as evidence of 
bactericidal action on the part of the drug under 
investigation. 

{In the original paper the authors depart from the 
British system for numbering the acridine ring; this has 
been rectified in the diagram.] A. Albert 
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1572. Stabilization of Penicillin-salt Solutions with 
Sodium Citrate 

L. Hann. Nature (Nature, Lond.] 160, 639, Nov. 8, 
1947. 1 ref. 


The stabilizing effect of sodium citrate on penicillin 
was described by the author (Lancet, 1947, 1, 408), but 
only very dilute concentrations of penicillin were used. 
The same stabilizing effect is noted with solutions con- 
taining 100 and 3,000 units per ml. provided sodium 
citrate solutions ranging from M/400 to M/600 are used. 

G. M. Findlay 


1573. Keeping Properties of Solutions of Penicillin and 
. of Streptomycin, and of “ Associated Solutions’ of 
Penicillin and Streptomycin. Conclusions. (Sur la con- 
servation des solutions de pénicilline et de streptomycine 
et des “* solutions associées ’’ de pénicilline et de strepto- 
mycine: conséquences) 

G. Ramon and R. RicHou. Presse Médicale [Pr. méd.] 
55, 693-694, Oct. 18, 1947. 17 refs. 


The authors summarize the results of a series of 
investigations (C.R. Acad. Sci., Paris, 1946, 223, 308; 
Bull. Acad. Méd., Paris, 1946, 130, 536; Rev. Immunol., 
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1946, 10, 9) into the keeping properties of penicillin and 
streptomycin in solution, both separately and together. 
They state that penicillin solutions containing 0-03 to 
0-05% commercial formaldehyde will keep for more than 
3 months at 2° to 4° C. and for 4 weeks at room tempera- 
ture. These observations also apply to solutions heated 
to 55° C. [? for how long], and to “ gelatinated ”’ solu- 
tions prepared for “ depot” injections. Streptomycin 
solutions (containing 0-03% formaldehyde) were found 
to be unchanged in potency against Bact. coli after 
4 months at room temperature. Mixtures of penicillin 
and streptomycin showed no increase in the rates of 
deterioration when the constituents were treated with 
formol and stored separately. 

The authors suggest that penicillin-streptomycin 
mixtures may be advantageously employed locally for 
the treatment of patients convalescent from diphtheria 
and of diphtheria carriers, patients with whooping-cough 
and their contacts, and cases of pelvic infection, such as 
secondarily infected cases of “ surgical’’ tuberculosis. 
In all these conditions a mixed infection is, or may be, 
present; where Gram-positive and Gram-negative 
pyogenic organisms are present together, or where 
these pyogenic organisms accompany the tubercle 
bacillus, there is a rational basis for combined penicillin 
and streptomycin therapy. G. I. C. Ingram 


1574. Is the Antibiotic Action of Clitocybine due to 
Hydrocyanic Acid? (L’action antibiotique de la clito- 
cybine est-elle due a l’acide cyanhydrique?) 

M. Locquin. Comptes Rendus Hebdomadaires des 
Séances de Il’ Académie des Sciences [C.R. Acad. Sci., 
Paris] 225, 893-895, Nov. 10, 1947. 7 refs. 


Holland (C.R. Acad. Sci., Paris, 1945, 221, 361; 1947, 
224, 1534) has shown that extracts of Clitocybe (Aspro- 
paxillus) gigantea var. candida have an antibiotic action 
which causes the appearance of “ fairy rings”. Evidence 
is brought forward to prove that the antibiotic action is 
due to the formation of hydrocyanic acid. 

G. M. Findlay 


For penicillin treatment of venereal diseases see 
Abstracts 1791-9 and 1804-S. 
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1575. The Mechanism of Action of Streptomycin. (Sul 
meccanismo d’azione della streptomicina) 

E. Bonetti and G. Gruncui. Ricerca Scientifica e 
Ricostruzione [Ric. sci. Ricostruz.] 17, 1367-1370, 
Sept.—Oct., 1947. 5 refs. 


The authors, working at the Institute di Patologia 
Generale, in Rome, have employed manometric methods 
to study the action of streptomycin on Bacterium coli. 
Streptomycin does not act on bacteria in the resting 
phase; variations in oxidative metabolism of the germs 
depend on their utilization of streptomycin as an oxidiz- 
able substrate and not on any antibiotic action. The 
action of streptomycin on dividing organisms as shown by 
oxygen consumption has three stages: (1) a latent phase, 
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(2) bacteriostasis, (3) bactericidal phase. The duration 
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The blood levels and urinary excretion of streptomycin 


of the latent phase closely parallels the time of were determined after single intramuscular injections of 


multiplication of the bacteria in culture. 
G. M. Findlay 


1576. The Convulsive Effects of Streptomycin Topically 
Applied to the Cerebral Cortex 

H. M. Suckie, R. R. LEEBENOwW, and O. S. ORTH. 
Journal of Neurosurgery [J. Neurosurg.] 4, 370-379, 
July, 1947. 4 figs., 11 refs. 


This article reports the results of a series of experiments 
performed on groups of rabbits, dogs, and rhesus 
monkeys, in which streptomycin was applied to various 
areas of the cerebral cortex. Burr holes were made over 
the pre-motor, motor, and occipital cortices of 33 rabbits, 
8 dogs, and 4 monkeys, and the effects of single or repeated 
application of various concentrations of the drug to the 
cortex were observed. Both the sulphate and the 
hydrochloride of streptomycin were employed. To 
compare the bactericidal properties of the drug with its 
convulsive effects inactivated solutions of the drug were 
also used. 

Convulsions, transient paralysis, and even death 
occurred in the experimental animals as a result of these 
applications. The convulsions were due to local cortical 
stimulation, and the convulsive threshold was lower in 
the motor area than in other areas of the cortex. Both 
the hydrochloride and the sulphate produced convulsive 
attacks. Histological and electroencephalographic effects 
corresponded with the severity of the convulsions. 

The antibiotic principle seemed to be responsible for 
the convulsive effect of the drug, for when the latter was 
inactivated the convulsive effect decreased in proportion 
to the decrease in the antibiotic factor. Repetition of 
application seemed to result in a lowered convulsive 
threshold, but greater concentration of the solutions 
did not significantly influence the production of seizures. 

The authors suggest that in view of this evidence intra- 
thecal injection of streptomycin should be restricted to 
50 mg. (50,000 units) per injection diluted in 10 to 20 ml. 
of normal saline; administration should be continued 
only so long as a positive bacteriological culture persists 
in the cerebrospinal fluid. G. F. Rowbotham 


1577. Streptomycin Dosage Schedules for Clinical Use 
L. Loewe and E. ALTURE-WERBER. Bulletin of the New 
York Academy of Medicine [Bull. N.Y. Acad. Med.} 23, 
589-595, Oct., 1947. 3 figs., 28 refs. 


In vitro sensitivity of an organism to streptomycin is 
determined by a method similar to that used by the same 
authors for penicillin. Both the bacteriostatic and the 
minimum lethal concentrations are obtained. Dilutions 
of streptomycin, from 80 to 0-04 yg. per ml. are prepared, 
2 ml. being placed in each of 12 tubes. To each is added 
1 ml. of the culture suitably diluted; preparations are 
incubated overnight. The bacteriostatic end-point is 


thus obtained. Ten ml. of broth is then added to each 
tube with no visible growth and these are incubated for 


24 hours. The minimum lethal end-point is now read 
off. 


0-25, 0-5, and 1g. The organism used was Friedldnder’s 
bacillus, sensitive to streptomycin but not to penicil- 
lin. The peak levels varied from 16 to 26 pg. per mi. 
in the blood, and gradually the content diminished for 
24 to 36hours. After a single injection of 0-5 g. the peak 


level was 18 yg. per ml. within an hour and diminished 


to 4-5 yg. after 8 hours, a strength regarded as adequate 
for many organisms. The urinary excretion showed a 
similar curve and illustrated the difference between the 
tubular excretion of penicillin and the glomerular excre- 
tion of streptomycin. Of a single dose of the former, 
60% may be recovered from the urine in 1 hour, while 
excretion of the same proportion of the latter may be 
spread over 24 hours. 

Blood levels were also determined after 6-hourly doses 
of streptomycin of 0-5 g. each. These showed-a gradual 

-cumulation in the blood to an equilibrium after 24 to 
30 hours, with a peak level of 64 zg. per ml. It is pointed 
out that, ideally, the blood concentration of antibiotics 
should far exceed the level of in vitro sensitivity of the 
organism. In general, the dosage level of streptomycin 
should be fixed in relation to the in vitro sensitivity of 
the organism in question, both the bacteriostatic and 

. the minimum lethal levels being borne in mind. The 
latter is of special importance in prolonged diseases such 
as subacute bacterial endocarditis, and many failures in 
treatment will be avoided if this is done. 

For routine use intramuscular injection of 0-5 g. of 
streptomycin 6-hourly will suffice. Actually there is 
evidence that such a dose twice daily might be adequate 
but for the risk of the development of resistance follow- 
ing sub-curative doses. In the case of organisms 
with low in vitro sensitivity, the dosage should be pushed 
to the tolerance limit of 10 g.a day. There may be toxic 
sequelae if treatment is prolonged; to minimize these, it 
is recommended that administration should be stopped 
at the end of each 14 days for a variable period dependent 
on the response of the patient and the clinical appearances. 

Reginald St. A. Heathcote 


1578. Experimental Study of the Therapeutic Effect of 
Streptomycin in Tuberculosis. (Etude expérimentale de 
l’activité thérapeutique de la steptomycine dans la 
tuberculose) 

C. Levapiti and A. VAISMAN. Presse Médicale [Pr. méd.] 
55, 611-613, Sept. 20, 1947. 3 figs., 25 refs. 


The effect of streptomycin on experimental tuber- 
culous infection in mice was studied. Mice were 
injected intravenously with 1 mg. (moist weight) of 


human-type H 512 bacilli; one group served as controls © 


and the mice in the other were given the drug sub- 
cutaneously. In the first experiment the treated mice 
received 1 mg. daily of streptomycin and survivors were 
killed at 38 days. The extent of the disease, particularly 
in lungs and spleen, was strikingly less macroscopically 
and microscopically in the treated group than in the 
controls; there was a contrast also in the numbers of 
bacilli seen microscopically in the lungs. In the second 
experiment, the treated animals received 1 mg. and later 
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2 mg. of streptomycin; in some of these animals the 
treatment was started 12 days after infection instead of 
immediately, and in some the treatment was stopped at 
61 days to see if exacerbation would follow. All controls 
died at 15 to 29 days with extensive lesions in which many 
bacilli were visible. Animals treated from the time of 
infection were alive at 61 days, when they were killed; 
macroscopically there was little or no abnormality in 
the lungs, and histological examination revealed regres- 
sive lesion with relatively few bacilli. The group in 
which the start of treatment was delayed was also killed 
at 61 days; although the animals had survived, their 
lesions were greater than those in the previous treated 
group. Of the group in which treatment was stopped 
at 61 days, when, judged by tests on comparable animals, 
the lesions should have been minimal, half died 11 to 38 
days later and the rest were killed 48 days later; the 
conclusion from necropsy was that recrudescence had 
occurred in about half but that the effect of the drug 
had persisted in the remainder. 

The fact that streptomycin does not usually sterilize 
is also shown by the culture of tubercle bacilli from 
lungs in which on macroscopical examination, bacilli 
were rare or were absent. Nevertheless, the suppressive 
effect of streptomycin on experimental tuberculous 
infection in mice is very striking in these experiments. 

P. D’Arcy Hart 


See also Section Infectious Diseases, Abstracts 1863-6. 


1579. Acute Fatal Aplastic Anaemia following Strepto- 
mycin. (Anemia aplastica acuta mortale dopo strepto- 
micina. Contributo alla conoscenza delle reazioni 
ematiche da streptomicina) 

F. Coreiut. Policlinico [Policlinico], sez. prat. 54, 
1087-1090, Oct., 1947. 5 refs. 


A housewife, aged 37 years, had tuberculous uveitis; 
in 54 days she received 81 g. of streptomycin. She then 
developed severe uterine haemorrhage. The haemoglobin 
percentage was 27, the red cells 1,300,000 per c.mm., the 
white cells 2,100 per c.mm.: the differential count 
showed neutrophils 18%, monocytes 15%, and lympho- 
cytes 67%. Moderate anisocytosis was present. Despite 
daily blood transfusions, calcium intravenously and 
vitamins K and C the patient died 12 days after the 
symptoms developed. The bone marrow showed only 
very few granular cells. G. M. Findlay © 


1580. Streptomycin Therapy in 52 Cases of Bacterial 
Infection 


L. W. KANE and G. E. Fotey. New England Journal of 


Medicine [New Engl. J. Med.] 237, 531-540, Oct. 9, 
1947, 22 refs. 


Of 40 cases of urinary-tract infection~treated with 
streptomycin 30 were cured and 4 were improved. 
The total daily dosage of streptomycin varied from 
0-5 to 2 g. given intramuscularly in divided doses 4-hourly. 
In successful cases the urine became sterile 48 hours after 
the institution of therapy. It is suggested that if no 
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clinical response is observed within that time the sensi- 
tivity of the organism should be determined and the dose 
correspondingly increased. The acquisition of resistance 
by the infecting organism was not responsible for the 
failures reported, because an increase of resistance was 
noted in only 1 case. The high percentage of good 
results obtained and the failure of the organisms to 
develop resistance are considered to be due to the fact 
that the urine was rendered alkaline in each case, as the 
dose and technique were otherwise identical with those 
used by other workers reporting less favourable figures. 
No explanation is given, however, of the mechanism 
whereby an alkaline urine prevents the development of 
resistance. Patients infected with organisms with 
resistance in vivo greater than the levels that could be 
obtained in the urine with the dosage used in this study 
failed to respond to streptomycin. ‘‘ Two of 3 cases of 
non-specific urethritis in which only pleuropneumonia- 
like organisms were isolated responded clinically and 
bacteriologically to streptomycin therapy. Two cases of 
Haemophilus influenzae meningitis responded well to 
streptomycin therapy. Recovery in 2 cases of H. 
influenzae epiglottitis seemed to be hastened by strepto- 
mycin therapy. The favourable outcome in | case of 
Pseudomonas aeruginosa septicaemia was undoubtedly 
due to the prompt use of streptomycin. Of 3 cases of 
bronchiectasis in which Bacterium coli was the pre- 
dominating organism in the sputum, only 1 showed 
clinical improvement as a result of treatment with com- . 
bined penicillin and streptomycin aerosol. One patient 
with lung abscess thought to be due to H. influenzae 
seemed to improve on combined penicillin and strepto- 
mycin aerosol.’’ Toxic reactions, which were seen in 
15% of the patients, were all of a mild nature and took 
the form of headache, vertigo, pain at the injection site, 
febrile reactions, or skin eruptions of various types. 
D. M. Dunlop 


For streptomycin in intestinal infections, see Abstract 
1771. 


OTHER ANTIBIOTICS 


1581. Citrinin as an Antibiotic 
Yu WANG, F. K. Honea, F. T. Hwana, and C. S. FAn. 
Science [Science] 106, 291-292, Sept. 26, 1947. 5 refs. 


The citrinin used by the authors in Shanghai was 
isolated from the culture medium of Penicillium citrinum 
Thom. They confirm previous work showing that citrinin 
is more effective against Gram-positive than against 
Gram-negative bacteria. Streptococcus viridans and 
Bacillus mycoides were the most susceptible. Bacteria 
grown in media containing citrinin became “ sensitized ” 
rather than resistant. For instance, treated staphylococci 
required only 0-05 mg. per ml. of citrinin for inhibition 
compared with 0-4 mg. per ml. for untreated staphy- 
lococci. Treatment with citrinin apparently also made 
bacteria more susceptible to sulphonamides. Serum, 
cysteine, and p-aminobenzoic acid had no inhibitory 
effect. Citrinin was effective against local staphylococcal 
lesions in rabbits. It was also effective in 3 cases in 
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human beings. The first patient had a cheek carbuncle, 
the second an infected wound in the right palm, and the 
third an ulceration with marked redness and induration 
over the chin with enlarged and tender submaxillary 
lymph nodes. The infection in the first 2 patients was 
staphylococcal and in the third streptococcal. After 
treatment with citrinin the infected areas dried up in 
6 to 18 hours, the crust formation being followed by 
rapid healing. R. Wien 


1582. In vivo Antibacterial Activity of Hexenolactone 
C. W. JoHNSON and J. W. BARTHOLOMEW. Journal of 
Bacteriology [J. Bact.] 54, 667, Nov., 1947. 


The antibacterial agent hexenolactone, which has 
recently been synthesized, occurs naturally in oranges, 
baked whole-meal bread, and ungerminated cereal. 
In vitro it has an antibiotic action against a number of 
Gram-positive and Gram-negative organisms, particu- 
larly Salmonella enteritidis. The LD 50 in mice weigh- 
ing 14 to 18 g. after intraperitoneal inoculation is 5-26 mg. 
In vivo a single injection of 1 mg. of hexenolactone given 
30 minutes after the injection of S. enteritidis intra- 
peritoneally saved from 0 to 100% of the mice according 
to the number of organisms administered. With 
100,000 organisms the survival rate of the mice was from 
30 to 60%. G. M. Findlay 


1583. Studies on{Polymyxin: Isolation and Identifica- 
tion of Bacillus polymyxa and Differentiation of Poly- 
myxin from Certain Known Antibiotics 

P. G. Stansty and M. E. ScuHLosser. Journal of 
Bacteriology (J. Bact.| 54, 549-556, Nov., 1947. 24 refs. 


Polymyxin is an antibiotic occurring in the filtrates 
of a soil bacillus, Bacillus polymyxa. The first description 
of its toxicity and chemotherapeutic activity was given 
by Stansly, Shepherd, and White (Bull. Johns Hopk. 
Hosp., 1947, 81, 43). Polymyxin is very active against 
Gram-negative organisms, especially Bact. coli, Salmonella 
typhi, and Shigella dysenteriae (Flexner). It also has 
considerable activity against pneumococci but none, or 
hardly any, against Staphylococcus aureus and streptococci 
of Groups A, B, and D. Polymyxin is readily distin- 
guishable from other known antibiotics. Unlike strepto- 
mycin and penicillin its activity does not alter with changes 
in pH. Blood has no appreciable effect on the anti- 
bacterial activity of polymyxin. There is some evidence 
that it is both bactericidal and bacteriostatic. 

G. M. Findlay 


1584. Studies on Polymyxin: An Agar Method of Assay 
P.G. STANSLY and M. E. ScHLosser. Journal of Bacterio- 
logy |J. Bact.] 54, 585-597, Nov., 1947. 2 figs., 5 refs. 


Polymyxin, produced by Bacillus polymyxa, cannot 
be assayed by filter paper disks. The authors, working 
in the Stamford Research Laboratories, Stamford, 
Connecticut, therefore devised an agar diffusion method. 
The unit of activity is considered as equivalent to the 
activity of 8 yg. per ml. of a standard preparation of 
polymyxin when Bact. coli(MacLeod) is the test organism. 


A statistical analysis of the results obtained shows that 
the error for a 95% probability is in the neighbourhood 
of +15 to 20%. This error can be still further reduced 
by appropriate replication. G. M. Findlay 


1585. Distinct Antibiotic Properties Produced by Two 
Strains of Bacterium coli, One of Which is Derived 
from the Other. (Propriétés distinctes d’antibiotiques 
produits par deux souches de colibacille dont lune 
dérive de l’autre) 

P. Borpet. Revue d’Immunologie et de Thérapie Anti- 
microbienne [Rev. Immunol.] 11, 323-327, 1947. 4 refs, 


Gratia (C.R. Soc. Biol., Paris, 1925, 43, 1040 and 
Ann. Inst. Pasteur., 1932, 48, 413) reported that a strain 
of Bact. coli, called V, elaborates a substance which 
inhibits the growth of another coliform organism as well 
as that of Shigella dysenteriae. Strain V by spontaneous 
dissociation has produced a variant VN, which gives 
rise to another antibiotic. Whereas the antibiotic 
produced by the parent strain is resistant to boiling, that 
from the VN strain is destroyed at 56° and in addition 
acts as an antigen. Bacteria which resist one antibiotic 
are sensitive to the other. G. M. Findlay 


1586. Antibiotic Compound Isolated from the Lichen 
Ramalina reticulata 

A. MARSHAK, G. T. Barry, and L. C. Craic. Science 
[Science] 106, 394-395, Oct. 24, 1947. 2 figs., 6 refs. 


Marshak (Publ. Hith Rep., Wash., 1947, 62, 1) and 
Stoll, Brack, and Renz (Experientia, Basel, 1947, 3, 115) 
have recorded the isolation of an antibiotic from the 
lichen Ramalina reticulata. Gram-positive organisms 
and human and bovine tubercle bacilli are inhibited by 
low concentrations, but avian tubercle bacilli require 
higher concentrations. Evidence is brought forward to 
show that the antibiotic is almost certainly usnic acid, 
1,07. G. M. Findlay 


SULPHONAMIDES 


1587. The Intracellular Mode of Action of the Sulphon- 
amide Derivatives 

R. A. Q. O’Meara, P. A. MCNALLY, and H. G. NELSON. 
Lancet [Lancet] 2, 747-752, Nov. 22, 1947. 7 figs., 
28 refs. 


With the aid of logarithmic-phase cultures it has been 
confirmed that bacteria in this phase of growth (when the 
organisms are increasing numerically in a geometrical 
progression) are susceptible to sulphonamides. The 
technique of obtaining logarithmic growth from the 
moment of inoculation was then used to determine 
whether bacteria causing infection were growing in the 
logarithmic phase or not. It was found that in experi- 
mental pneumococcal septicaemia in mice the great 
majority of organisms were in this phase. Extremely 
rapid chemical and physical changes in the internal 
and external environment of the bacteria occur in this 
stage of growth, and the authors suggest that one of the 
highly reactive metabolites is probably glucoreductone, 
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CH,OH.CO.CHO, which is unstable but unites readily 
with p-aminobenzoic acid to form a compound that is 
stable and non-reactive. Experiments with glucore- 
ductone, produced by heating glucose and caustic 
soda, indicated that this condensation product rapidly 
undergoes hydrolysis even at room temperature when 
made slightly alkaline, liberating glucoreductone and 
p-aminobenzoic acid. 

The sulphapyridine and sulphathiazole derivatives of 
reductone have also been isolated as stable compounds. 
The sulphanilamide reductone product has not been 
obtained free from sulphanilamide. The chemothera- 


. peutic activities of these sulphonamides and _ their 


susceptibility to the inhibitory action of p-aminobenzoic 
acid run parallel with the stability of the compounds 
which they form with glucoreductone. The condensa- 
tion products of glucoreductone with sulphapyridine and 
with sulphathiazole were shown to be unusable by 
streptococci as a source of energy for growth, whereas 
the product with p-aminobenzoic acid was utilized. This 
was achieved by using a medium which, while being 
devoid of energy sources, contained all the other growth 
essentials for the organism. The authors suggest that 
p-aminobenzoic acid is a stabilizing agent for glucore- 
ductone in bacterial metabolism. Hence it enables the 
cell to conserve for use the extremely active chemical 
substance formed by the breakdown of carbohydrate. 
Glucoreductone is likely to be an essential source of 
energy for growth and of carbon for assimilation. It 
may at the same time prove toxic to the cell by reason of 
its chemical activity, if it is allowed to accumulate in the 
environment. Moreover, it will be lost by spontaneous 
oxidation unless stabilized. Thus, p-aminobenzoic acid 
prevents the loss of an essential intermediate metabolite 
during growth and at the same time protects the cell. 
Sulphonamides, therefore, are said to act within the 
bacterial cell during active metabolism, such as is 
encountered during growth, by replacing p-aminobenzoic 
acid and combining with glucoreductone (and possibly 
other reactive metabolites) and preventing it from 
becoming available for the use of the cell. Removal of 
the glucoreductone during active growth is likely to be 
fatal, because the cell metabolism will be suddenly 
stopped at the point when it has been adjusted for the 
special purpose of reproduction. G. B. West 


See also Abstract 1728. 


TOXICOLOGY 


1588. The Mechanism of Excretion of Ammonium 
Thiosulfate 

J. FRANKLIN, J. GENEST, and E. NEwMAN. Bulletin of 
the Johns Hopkins Hospital {Bull. Johns Hopk. Hosp.] 
81, 168-185, Sept., 1947. 7 figs., 29 refs. 


The effectiveness of ammonium thiosulphate in 
removing extracellular sodium and the action of the 
drug on the excretion of other electrolytes have been 
studied. The experiments, which were carried out on 
adult female dogs, followed four general types, the 
changes in urinary and serum electrolytes being examined 


following: (1) a single intravenous injection of am- 
monium thiosulphate; (2) continuous intravenous in- 
fusion until death; (3) a single oral dose; and (4) oral 
administration for 34 days. There was a big increase in 
sodium excretion; the increase in potassium excretion was 
smaller and delayed. The thiosulphate was excreted 
almost completely as thiosulphate and sulphate in about 
equal proportions. The most spectacular changes 
occurred after continuous intravenous injection until 
death. Towards the end of the period the serum sodium 
became low and the potassium rose, while the carbon- 
dioxide combining power of the serum fell to a low level. 
At the same time there was haemoconcentration and loss 
of extracellular fluid. Increase in urine flow occurred 
regularly, and with repeated doses there was a loss of 
body’ weight. The drug was effective in removing 
intrinsic body base and water. While the results obtained 
are similar in many respects to those with other 
ammonium salts of inorganic acids, ammonium thio- 
sulphate has advantages over other diuretic ammonium 
salts as a “‘ base remover ”’ and “ acid salt diuretic ”’. 
G. F. Somers 


1589. Dicoumarol Poisoning with Relapse. Report of a 
Case 

G. Tuorsén. Lancet [Lancet] 2, 420-422, Sept. 20, 
1947. 3 figs., 8 refs. 


A case of dicoumarol poisoning is reported in a woman 
who had taken 14 g. of dicoumarol in 3 weeks. There 
was severe haemorrhage from almost all mucous mem- 
branes and into the peritoneal cavity, but no evidence of 
liver or renal damage was obtained. With repeated 
blood-transfusions and vitamin K by mouth the bleeding 
ceased in 18 days. A relapse occurred 34 months later 
with further bleeding. Blood-transfusion alone had no 
lasting effect, but with vitamin K intravenously recovery 
was rapid. No relation between haemorrhage and 
prothrombin-time, bleeding-time, or clotting-time .was 
established on either occasion. It seems advisable that 
haemorrhage or other signs of poisoning after dicoumarol 
treatment should be treated with repeated transfusions of 
fresh blood and large doses of vitamin K intravenously. 
After dicoumarol therapy a careful watch should be 
kept for late sequelae.—[Author’s summary.] 


1590. Sudden Death after Intravenous Injection of a 
Mercurial Diuretic (“* Neptal ’’) 
A. G. OettLt. British Medical Journal (Brit. med. J.] 2, 
530-532, Oct. 4, 1947. 21 refs. 


The author describes the treatment of symptomatic 
oedema in a woman aged 31 with subacute nephritis by 


means of a mercurial diuretic neptal ’’) injected intra- 


muscularly during 30 days, to a total of 24-5 ml. Pain 
on injection, unrelieved by local procaine infiltration, led 
to adoption of the intravenous route, by which 2 ml. was 
injected on four occasions during the successive 7 days; 
on the last occasion the patient complained of giddiness. 
After an interval of 3 days 2 ml. was injected by the right 
median cubital vein during 1 minute; the patient collapsed 
immediately; cyanosis supervened, respiratory failure 
and convulsions followed and the patient died. 
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The author reviews some 20 deaths attributable to 
intravenous administration of mercury diuretics, and 
concludes that death results from ventricular fibrillation 
due to the direct toxic action of ionized mercury. Age, 
sex, and pathological conditions do not predispose, and 
the effect can be seen in healthy animals; moreover, all 
types of preparations are involved. It is concluded that 
the intravenous or intraperitoneal route should never be 
used, and that magnesium sulphate, which is known 
to prevent the onset of ventricular fibrillation in dogs 
given lethal doses of mercury, should be added to the 
injection. Treatment should consist of intracardiac 
adrenaline and sodium thiosulphate injection. 

[Long and Farah (Science, 1946, 104, 220) have estab- 
lished that the toxic action of mercury (mersalyl) on the 
heart can be reversed by BAL (2,3-dimercaptopropanol). 
The ventricular fibrillation is arrested, normal rhythm 
restored, and blood pressure re-established.]} 

George Brownlee 


1591. Toxicity of “ Stilbamidine ’’. 
Effects of Chronic Intoxication 

L. D. SeaAGeR and G. CastTeELNuovo. Archives of 
Pathology [Arch. Path., Chicago] 44, 287-296, Sept., 
1947. 4 figs., 18 refs. 


In chronic poisoning with stilbamidine the liver shows 
changes at the periphery of the lobules. There is infiltra- 
tion with inflammatory cells, a proliferation of bile 
ducts, and sometimes early fibrosis. The kidney reveals 
cloudy swelling, with casts usually of the granular type. 
The blood sugar is generally raised but is sometimes 
lowered; the blood urea is usually slightly increased. 
These data were obtained from work on rabbits and mice, 
the former being more susceptible. D. M. Pryce 


A Study of the 


1592. The Use of British Anti-lewisite Containing 
Radioactive Sulphur for Metabolism Investigations - 

R. A. Peters, G. H. Spray, L. A. STOCKEN, C. H. CoLuig, 
M. A. Grace, and G. A. WHEATLEY. Biochemical 
Journal (Biochem. J.] 41, 370-373, 1947. 6 refs. 


Two rabbits received intramuscular injections of BAL 
containing S*®. One was killed after 1 hour, and the S*° 
concentration in the blood of the other was determined 
hourly up to 7 hours. In the first rabbit the concentra- 
tions of S*® were greatest in the small intestine and 
kidneys. In the second rabbit the blood contained 
about 5% of the injected S*® for the first 2 hours, after 
which the concentration fell to 2-6% after 3 hours and 
1-7% after 7 hours. Excretion was chiefly in the neutral 
sulphur fraction of the urine. V. J. Woolley 


1593. BAL-intrav; A New Non-toxic Thiol for Intra- 
venous Injection in Arsenical Poisoning 

J. F. M. DANtELLI, J. B. FRAser, P. D. 
MITCHELL, L. N. Owen, and G. SHAw. Biochemical 
Journal (Biochem. J.] 41, 325-333, 1947. 3 figs., 23 refs. 


This substance, a soluble glucoside of BAL, was 
prepared from allyl glucoside by acetylation to tetra- 
acetylallyl glucoside, which was “ brominated, treated 


with potassium thioacetate, and saponified’’. The 
product was not chemically pure but had less than one- 
hundredth of the toxicity of BAL and prevented death 
in 100% of mature rabbits when given 6-5 hours after 
three median lethal doses of lewisite. In young rabbits 
(600 g.) earlier treatment was necessary. A number of 
other BAL derivatives were prepared, but the glucoside 
proved to be the least toxic and most effective. Through- 
out the series toxicity decreases with increasing polarity 
of the molecule. V. J. Woolley 


1594. The Fate of Arsenical Vesicants in the Skin and the 
Effect of BAL (British Anti-lewisite) 

A. F. GRAHAM, G. A. Levvy, and A. C. CHANCE. Bio- 
chemical Journal (Biochem. 41, 352-357, 1947. 4 refs. 


Lewisite (f8-chlorovinyldichloroarsine) or phenyl- 
dichloroarsine was applied as a drop to the dorsal skin 
of a rabbit and left for varying periods up to 168 hours. 
Some of the latter but none of the lewisite disappeared 
by evaporation. Immediately on application part of 
the arsenic became so fixed in the skin that it could not 
be extracted by. acetone, but local application of BAL 
made all the arsenic extractable. This effect did not 
follow intravenous injection of BAL, nor did BAL 
affect the rate at which absorption from the skin into the 
circulation occurred. V. J. Woolley 


1595. British Anti-lewisite. A Report on its Use and 
Therapeutic Value in Arsenical Intoxications, from the 
BAL Conference, Medical Research Council 

R. A. Peters, J. BENNET, A. J. Kinc, A. B. CARLETON, 
M. Dixon, G. R. CAMERON, J. H. GappuM, F. J. C. 
HERRALD, G. L. M. McELuicort, L. N. Owen, L. A. 
STOCKEN, D. I. H. T. and R. H. S. 
THomPSON. British Medical Journal [Brit. med. 2, 
520-521, Oct. 4, 1947. 16 refs. 


British anti-lewisite (BAL) is 2,3-dimercaptopropanol, 
a remedy for arsenical vesicants developed at Oxford in 
the early war years. The present report by the Medical 
Research Council of the clinical assessment in arsenical 
dermatitis confirms work already reported in Britain and 
U.S.A. The clinical material consisted of 44 cases, of 
which 41 were of the acute exfoliative type; 5% BAL in 
arachis oil and benzyl benzoate sterilized by heat and 
sealed over nitrogen was given in doses of 1-5 mg. per 
kilo intramuscularly into thigh or gluteal muscles. An 
average course was as follows: first day, 4 injections of 
2 ml. at 4-hourly intervals; second, third, and fourth days, 
2 ml. twice daily; fifth and sixth days, 2 ml. daily. 
Thirty-one of the 44 cases were benefited, 23 (52%) 
strikingly so. The average time of healing was 21 days, 
and subsidence of skin oedema was an-early sign. 
Clinical relapse was sometimes seen; this responded to 
a second course. 

The minimum dose which causes toxic signs (these 
appear trivial) lies between 3 and 5 mg. per kilo. In 
America 6 doses 4-hourly of 3 mg. per kilo have been 
given on the first day to severe cases. It is considered, 
on the basis of animal experiments, that hepatic damage 
but not renal damage increases toxicity, but does not 
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contraindicate the use of both. Post-arsphenamine 
hepatitis of infective origin is, of course, outside the 
scope of action of the drug. Local abscess formation 
at the site of injection is considered to arise from skin 
infection in cases of exfoliative dermatitis of long 
standing. Reference is made to favourable reports, 
published elsewhere, on the use of BAL in cases of 
arsenical encephalopathy and granulocytopenia. The 
successes reported in acute mercury poisoning and in 
gold intoxication are also noted. [There is a valuable 
bibliography.] George Brownlee 


1596. Treatment of Poisoning due to Amanita phall- 
oides with Choline. (Uber die Behandlung der Knollen- 
blatterschwammvergiftung mit Cholin) 

W. MeuseL and G. ORZECHOWSKI. Arztliche Wochen- 
schrift {Arztl. Wschr.] 1/2, 961-963, Oct. 15, 1947. 
5 refs. 


This work is based on investigations carried out in 
vitro by Orzechowski and Hudoffsky on toxic changes 
occurring in the liver. Two forms of poisoning with 
Amanita phalloides are generally recognized—namely, a 
mild form not unlike acute gastro-enteritis and a “* cere- 
bral variety ’’ associated with headache, somnolence, 
painful calves, trismus, opisthotonus, contractures in 
the arms, cramp, and mydriasis. This form is usually 
fatal, with a mortality rate of 80%; the changes in the 
liver are those of acute yellow atrophy. The pure 
amanita toxin, an alkaloid called phalloidin, was isolated 
in 1937. The authors discuss its action and its relation 
to capillary permeability and the passage of electrolytes 
through cell membranes. A severe case of poisoning 
with A. phalloides is described. The patient was given 
intravenous choline chloride in a 1 in 1,000 solution by 
the drip method. “After 150 ml. had been given there 
was a reaction accompanied by rigors, nausea, and 
collapse. [The abstracter has had a similar case.] On 
the two succeeding days the patient was given between 
700 and 1,000 ml. of 1 in 2,000 choline daily. Stimulants 
were also given to prevent further peripheral circulatory 
collapse. Bile, albumin, and casts soon disappeared 
from the urine and the blood picture became normal. In 
a second case the disappearance of leucine and tyrosine 
crystals from the urine was also noted. Treatment with 
choline chloride has been successfully used by other 
workers in cases of the “* hepatorenal syndrome ”’ after 
severe barbiturate poisoning culminating in renal failure, 
and also in severe icterus following antisyphilitic 
treatment. Harold Jarvis 


INDUSTRIAL TOXICOLOGY 


1597. Estimation of Pyridine in Air. (Uréovani pyri- 
dinu ve vzduchu) 

K. Fiser. Casopis Léka¥i Ceskych (Cas. Lék. ées.] 86, 
1189-1190, Oct. 17, 1947. 11 refs. 


The author has tested a number of known methods 
to determine the concentration of pyridine in the air 
(Schutze’s titration method, colorimetric methods with 
chloramine, 6-naphthylamine, 2,4-dinitrochlorobenzene, 


benzidine). The best results were obtained with a 
slight modification of the benzidine method, which 
permits the detection of 5 yg. of pyridine per litre of air 
and even less. Urine examination of the affected persons 
did not show the presence of pyridine. J. Ungar 


1598. Mild Poisoning due to Pyridine. (Lehké chronické 
otravy pyridinem) 

J. Tetsincer. Casopis Léka¥i Ceskych (Cas. Lék. ées.] 
86, 1185-1187, Oct. 17, 1947. 3 refs. 


The author describes symptoms of a mild chronic 
intoxication with pyridine vapour in 7 workers in a 
chemical factory+intense headache, transient dizziness, 
irritability, and sleeplessness. Occasionally digestive 
troubles, especially nausea and vomiting, impaired 
memory, and lack of concentration were observed. On 
clinical examination no abnormalities were detected 
except a marked lymphocytosis in 2 of the patients. 
The author considers that a mild chronic intoxication 
with pyridine vapour and ammonia over a period of 
2 to 3 years occurred in the factory through faulty ventila- 
tion. Pyridine was demonstrated in the aspirated air 
in concentrations of 20 to 40 jug. per litre; these should 
be regarded as toxic. . J. Ungar 


1599. The Influence of Various Substances on Chronic 
Selenium Poisoning 

I. ROSENFELD and O. A. BeaTH. Journal of Pharma- 
cology and Experimental Therapeutics [J: Pharsnacol.] 91, 
218-223, Nov., 1947. 2 figs., 12 refs. 


1600. The Control of Lead Exposure in Storage Battery 
Manufacture 

G. S. Winn and C. SHroyer. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 29, 351-356, 
Sept., 1947. 6 figs. 


During the past 10 years (1936-45) frequent improve- 
ments have been made in working conditions to control 
lead exposure in a factory devoted to battery production, 
and as a result only 4 cases of lead intoxication have been 
reported among the 300 men exposed to risk. New 
employees are subjected to a thorough investigation, 
including chest radiography, blood count, and physical 
examination. The men are carefully instructed about 
personal hygiene, and potential hazards are pointed out. 
At monthly intervals the lead-dust in the factory air is 
determined at 35 to 50 points. All workers in potentially 
hazardous positions report periodically to the hospital, 
and blood checks are made at intervals of 14 to 60 days. 


Averages taken of the 115 men who worked more or less _ 


continuously over the 10-year period showed that there 
was close correlation between the stippled cell count and 
the percentage of haemoglobin, but there was no corre- 
‘sponding relation between these values and the erythro- 
cyte counts. The curves for the concentration of lead 
dust in the air showed the improvement produced after 
1942 by the installation of new exhaust systems. It is 
considered that the maintenance of an average of not 
more than 5 mg. of lead per 10 cubic metres of air affords 
adequate control. Analyses of urine samples indicated 
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that 0 to 150 jug. of lead per litre is the normal range for 
men working under controlled conditions. The range 
of 150 to 250 jug. is abnormal, and the workers involved 
should be kept under observation until the cause is 
identified and corrected. Whenever excretion exceeds 
250 yg. steps should be taken immediately to reduce the 
lead intake—for example, by transferring the workers to 
a position of minimum exposure. H. M. Vernon 


1601. Experimental Study of Nickel Poisoning. 
(Ricerche sperimentali sull’intossicazione de nichelio) 

C. Ceresa. Medicina del Lavoro [Med. d. Lavoro] 38, 
225-235, Aug., 1947. 3 refs. 


The author, working in the University of Milan, 
investigated the effect of subcutaneous injections of 
nickel sulphate in guinea-pigs. A dose of 10 mg. was 
given daily and was well tolerated, no animal dying from 
poisoning. Various groups.of animals were killed after 
periods of 30, 60, 90, and 120 days. Blood examinations 
were carried out at intervals. No changes were noted 
in the chloride or calcium content of the blood. Blood 
sugar rose after the injections, and blood urea slightly. 
There was a fall in haemoglobin and an increase in red 
cells after fairly lengthy periods, and a slight leucocytosis. 
In the bone marrow there was an increase in basophil 
erythroblasts, metamyelocytes, and polymorphonuclear 
cells. At necropsy no characteristic lesions were found 
but the metal was identified in the brain, heart, lungs, 
liver, spleen, kidneys, suprarenals, and pancreas. The 
metal is eliminated only by the kidneys up to the fourth 
day. After this, it is also eliminated by the bowel but 
renal elimination remains greater than faecal. 

G. C. Pether 


BLOOD TRANSFUSION 


1602. The Blood Groups of the Basques 
A. E. Mourant. Nature [Nature, Lond.] 160, 505-506, 
Oct. 11, 1947. 7 refs. . 


It has long been known that the Basque language is 
unique and that there are close physical resemblances 
between the Basques and the late palaeolithic inhabitants 
of Europe. They have the lowest frequency of the B gene 
of any European people yet examined. These facts 
suggest that the Basques are a relict population which has 
suffered no significant admixture of elements akin to the 
general Western European population. 

It has been pointed out that since the majority of 
infants who die from haemolytic disease of the newborn 
are of genotype Dd, D and d genes must be eliminated at 
an equal rate and this will tend in time to eliminate d, the 
rarer of the two. Thus the present Rh ratio in Europe 
must be unstable, and a mixing of populations, pre- 
dominantly Rh-positive and Rh-negative respectively, 
within the last few thousand years may be postulated. 
It has now been shown by Etcheverry that some 35% of 
the Basques are Rh-negative, and it thus seems possible 
that the d gene in Europe is mainly derived from ancestors 
akin to the modern Basques. P. L. Mollison 


PHARMACOLOGY AND THERAPEUTICS 


1603. A New Human Iso-Agglutinin Subdividing the MN 
Blood Groups 

R. J. WALSH and C. M. MontGomery. Nature [Nature, 
Lond. 160, 504-505, Oct. 11, 1947. 


A new agglutinin has been found in the serum of a 
woman whose fifth pregnancy resulted in a macerated, 
oedematous foetus. The patient’s blood was group 
A MN Rh-negative (cde/cde) and her husband’s group 
was A M Rh, (CDe/CDe). In addition to the new 
agglutinin the serum contained an incomplete anti-D 
antibody. The serum agglutinated the blood of 123 
individuals out of a total of 253 selected at random. No 
relation to the ABO or Rh groups was found, and the 
percentage of positive reactions made an association with 
the P, Lutheran, Kell, and Lewis groups unlikely. The 
serum was then submitted to the Medical Research 
Council Blood Group Research Unit, London, where a 
relation to the MN groups was discovered (see Abstract 
1604). 

The agglutinin acted most strongly at 37° C., but was 
also active at lower temperatures. Doses of the serum 
barely sufficient to agglutinate did not sensitize cells to 
an anti-human globulin serum. In this respect the 
agglutinin resembles anti-A and anti-B and differs from 
anti-Rh antibodies. P. L. Mollison 


1604. Subdivisions of the MN Blood Groups in Man — 
R. SANGER and R. R. Race. Nature [Nature, Lond.) 
160, 505, Oct. 11, 1947. 1 ref. 


The serum described in Abstract 1603 was found to 
subdivide the MN groups in the following manner: 


M | MN "| N 


8% 16% 


+. + ~ 
19% | 1% | 30% | 20% 


These results make it clear that the antigen identified by 
the new antibody is not independent of the MN groups. 
The antigen may either be an altered form into which 
some M and N genes have changed by mutation, or it 
may be a separate antigen determined by a gene closely 
linked to the MN locus, just as the antigen C is related 
to Din the Rhsystem. In either case it can conveniently 
be described as ““S’’, and the M and N types can then 
be subdivided: 


M MN N 

MS MS | MM |MSMS| MN | NSNS| NN 
MS M MS N NS 


The gene frequencies have been calculated by Fisher’s 
maximum likelihood method of agreement, and agree- 
ment between the expected genotype frequencies and 
those observed is found to be very close. Family 
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investigations have lent further support to the interpreta- 
tion; for instance, a family has been found of the type 
MS Nx MM showing segregation of S with M. 

P. L. Mollison 


1605. A New Blood Group Antigen, “ Jobbins ”’ 
B.E. Giutpey. Nature [Nature, Lond.] 160, 362, Sept. 13, 
1947. 4 refs. 


In the serum of a mother who had had 7 normal 
children and was going to have an eighth, “‘ incomplete ”’ 
anti-D agglutinin was found. The eighth child was 
born healthy and Rh-negative (the father was hetero- 
zygous R,r), but the cells of the child were sensitized 
when tested by the Coombs anti-globulin test. Further 
investigation of the mother’s serum showed that besides 
a weak “incomplete” anti-D there was another 
“ incomplete ’’ antibody which was capable of sensitizing 
the husband’s cells and the cells of 5 out of 8 of the 
children in this family. This antigen appears, therefore, 
to depend on a dominant gene. Samples of blood from 
120 Rh-negative donors were tested with the serum and 
none was sensitized. The author concludes that the 
antigen must be of rare occurrence. R. R. Race 


1606. Preliminary Report on a Substance which Inhibits 
Anti-Rh Serum 

B. B. CARTER. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 17, 646-649, Aug., 1947. 8 refs. 


This is a preliminary report on a technique for isolating 
from Rh-positive cells a lipid substance which will 
inhibit the activity of anti-Rh serum. This extracted 
substance was injected into 24 guinea-pigs and 2 rabbits. 
No antibodies to human red cells resulted. A mixture 
of the substance and egg albumen was injected into 
another 24 guinea-pigs; 5 ‘“‘ developed agglutinins 
demonstrable in 1 in 10 dilution for group O, Rh-positive 
cells”. [It is not clear whether this antibody was 
anti-Rh.] The author makes a strong case for her 
contention that the isolated substance is Rh hapten. 

[The substance, which inhibits anti-Rh, does not 
inhibit anti-A or anti-B. It is a pity that it was evidently 
not possible to do this important work at the Rh genotype 
level when better controls would have been available. 
The paper gives details of the process of extraction.] 

R. R. Race 


1607. Sensitization to the Hr Factor by Blood Trans- 
fusions 


-L. N. SuUssMAN. American Journal of Clinical Pathology 


[Amer. J. clin. Path.] 17, 643-645, Aug., 1947. 9 refs. 


A patient, subsequently found to be of group RR, 
[CDe/CDe] was transfused with Rh-positive blood. 
Four months later he was transfused with 400 ml. of 
Rh-negative blood. The transfusion was stopped 
because of a rigor. No other details were available. 
As a third transfusion was anticipated the patient’s 
serum was examined and “ anti-Hr’”’ [anti-c] antibody 
was found. Blood of the group R,R, [CDe/CDe] was 
therefore given with complete success. R. R. Race 


268-272, Oct. 4, 1947. 


1608. Sternal Blood Transfusion. (Die Methode der 
sternalen Bluttransfusion) 

O. Ko.s. Zentralblatt fiir Gynikologie [Zbl. Gyndk.] 69, 
611-616, 1947. 5 figs., 11 refs. 


The author describes an apparatus for blood trans- 
fusion into the sternal marrow with a three-way syringe 
and specially constructed sternal puncture needles. The 
apparatus is claimed to be simple and to have given 
excellent results in 18 cases. S. S. B. Gilder 


1609. Homologous Serum Jaundice in Recipients of 
Pooled Plasma 

I. J. BRIGHTMAN and R. F. Korns. Journal .of the 
American Medical Association [J. Amer. med. Ass.] 135, 
15 refs. 


In New York 924 recipients of transfusions of plasma 
were selected at random, the only requirement being 
that six or more months should have elapsed since the 
transfusion. The records of 649 of these patients were 
adequate for assessment: either the patients had been 
seen by home visitors or data had been secured from their 
doctors. Twenty-nine (4:5%) of these patients had 
developed a syndrome characteristic of homologous 
serum jaundice. There were no cases of jaundice among 
the 1,597, household contacts of the 649 cases. In a 
second investigation of 51 deaths attributed to acute 
hepatitis, 15 could be ascribed to homologous serum 
jaundice. 

[This paper presents further figures of the incidence of 
homologous serum jaundice after transfusion therapy 
but no new specific features of the condition.] 

John F. Loutit 


1610. Elliptocyte Transfusions as a Method in Studies on 
Blood Destruction, Blood Volume, and Peritoneal Resorp- 
tion. [In English] 

S. HEDENSTEDT. Acta Chirurgica Scandinavica [Acta. 
chir. scand.] Suppl. 128, 1-141, 1947. 25 figs., biblio- 
graphy. 


INSECTICIDES AND REPELLENTS 


1611. Insecticidal Effect of Surface Deposits of D.D.T. 
on Mud 

A. B. Hapaway and F. BARLow. Nature (Nature, Lond.] 
160, 363, Sept. 13, 1947. 3 refs. 


It is now generally recognized that some of the earlier 
claims for the lethal action of DDT spray against adult 
mosquitoes require modification. DDT, when used in 
high dilution, may leave a deposit insufficient to kill 
mosquitoes alighting upon it but sufficient to excite the 
insects and cause them to fly towards light. The result- 
ant disappearance of mosquitoes from lightly treated 
houses has sometimes led to the erroneous belief that the 
insects had been destroyed. The authors of the present 
paper point out that “‘ for residual spraying in houses to 
be successful in reducing the incidence of malaria, it is 


essential . . . that the surface deposit applied shall be. 
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lethal to mosquitoes after only a brief contact’’. The 
types of surface most common in African houses are 
mud walls and thatched roofs. The efficiency of residual 
sprays on the former was tested by applying 5% DDT in 
various bases to standard mud blocks. Biological tests 
were then carried out with Glossina palpalis and Aédes 
aegypti as test insects. The outer surface of the mud 
blocks, representing a layer of approximately 0-1 mm. 
in thickness, was then removed, and the amount of 
insecticide determined by using the dehydrohalogenation 
method. The results are summarized in the following 
table: 


% G. palpalis 4. 
Mean % | Killed after Con- aegypti 
of DDT tact of Killed 
in Outer after 
Contact 
ayer | 15 sec. |'15 min. | of 1 hr. 
Solution of DDT in: 
diesoline .. = 8 0 5 10 
kerosene .. ne 13 0 20 10 
50% kerosene and 
50% cotton-seed 
oil 11 0 25 10 
Cotton-seed oil .. 10 0 15 10 
Emulsion: 
35 25 75 70 
* T.P. 543 °+Resin| 27 5 50 43 
Dispersible powders: 
* Geigy Neocid 
BAS0O”’ 46 100 100 
“* Hyg. Chem. Co. 
N210” 62 100 100 


Seventy-six per cent of a “ gammexane”’ dispersible 
powder 530 was recovered from the outer layer a few 
hours after application, but the percentage fell to 20 in 
10 days. R. M. Gordon 


1612. Field Trials with “‘Gammexane’’ as a Means of 
Malaria Control by Adult Mosquito Destruction in Sierra 
Leone. I. The Effect of “‘ Gammexane ”’ on Mosquitoes 
G. Davipson. Annals of Tropical Medicine and Parasito- 
logy [Ann. trop. Med. Parasit.] 41, 178-209, Sept., 1947. 
14 figs., 8 refs. 


Reliable data on the value of “ gammexane”’ in 
reducing the mosquito population are surprisingly 
scanty when compared with our knowledge of the 
efficiency of DDT employed for a similar purpose. From 
the results so far published, however, it would appear that 
gammexane is lethal to adult mosquitoes in smaller 
concentrations than DDT, that it acts more quickly, and 
that the recovery rate among the affected mosquitoes 
is lower. [In addition, although this aspect is not 
referred to by the author, gammexane does not show the 
same degree of repellent action as is observable after 
DDT applications.] Against these advantages must be 
set the outstanding advantage possessed by DDT— 
namely, persistence—so that when applied to certain 
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types of surfaces its lethal action far outlasts that of 
xane. 

The object of the present investigations was to carry 
out trials with gamimexane “entirely on a practical 
scale’’ in native villages in Sierra Leone, where the 
prevalent malaria vectors were Anopheles gambiae, 
A. funestus, and A. melas. The action of DDT against 
these species of anophelines has been the subject of many 
previous publications, and it is interesting to compare 
the results of DDT application with those achieved by 
the present author with gammexane. His results are 
summarized as follows: ‘“* Three areas in Sierra Leone 
were chosen for trials with gammexane as a control 
measure against adult A. gambiae, A. melas, and A, 
funestus in houses. Portions of these areas were left 
untreated as controls, and mosquito-catches made in 
treated and untreated portions were compared. Trials 
with smoke-generators containing gammexane did not 
prove very successful, owing to the inadequate retention 
of the smoke by the houses. Some control was effected 
for from 1 to 3 weeks after ‘smoking’. Trials with 
residual sprays containing gammexane proved much 
more successful, and very significant reductions in 
mosquito densities in treated houses were maintained 
over periods varying from 1 to 6 months, the length of 
the periods depending on the rate of application of the 
insecticide, the thoroughness of treatment of the houses, 
and the proportion of the area treated. The insecticide 
was used in various forms—solutions of gammexane 
in kerosene, water-dispersible powder mixtures, water- 
miscible oil mixtures and solutions of crude benzene 
hexachloride in kerosene. These were in concentrations 
varying from 0-12 to 1% gammexane, and application- 
rates varied from 1 to 20 mg. of gammexane per square 
foot (929 cm.) of wall surface. It is concluded that a 
solution or mixture containing 0-5°% gammexane applied 
at the rate of 10 mg. gammexane per square foot and 
sprayed on to all the internal wall surfaces of all the 
houses in the area will reduce the mosquito density in 
these houses to almost nil over a period of about 6 months. 
Small numbers of dissections of mosquitoes from 
treated and untreated areas showed a lower sporozoite- 
rate in the treated areas. Evidence is produced to show 
that the treatment of houses in part of an area with 
gammexane reduces the mosquito-population not only 
in that part, but also in adjacent parts 1-2 miles distant”’. 

R. M. Gordon 


1613. Field Trials with “‘ Gammexane ”’ as a Means of 


' Malaria Control by Adult Mosquito Destruction in Sierra 


Leone. II. The Effect of Treatment of Houses with 
“ Gammexane ”’ on the Malaria-rate in the Inhabitants 
G. Davipson. Annals of Tropical Medicine and Parasito- 
logy [Ann. trop. Med. Parasit.] 41, 210-214, Sept., 1947. 
1 ref. 


To determine whether the treatment of houses in Sierra 
Leone with “‘ gammexane ”’, described by the author in 
his previous paper, would affect the malaria incidence 
among the inhabitants blood films were taken—for the 
most part from children between the ages of 2 and 10 
years—at the start of the trials and again some 5 to 6 
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months later; the children came from both “ treated ”’ 
and “ untreated ”’’ villages. As no marked decrease in 
the parasite rate was expected in so short a time parasite 
counts, by the fowl-cell technique of Christophers, 
Sinton, and Covell, were carried out on all these cases to 
determine whether transmission had ceased or had been 
reduced in the treated villages. Blood films were also 
taken from babies born after the beginning of the treat- 
ment. In this way 411 individuals were examined in 
villages before treatment and 279 in the same villages 
after treatment, while a total of 119 persons were 
examined in control villages. 

The author concludes from an examination of this 
material: “*. . . In the short time over which observa- 


tions were made, which varied from 12 to 22 weeks after 


treatment with residual sprays containing gammexane, 
little or no difference in the parasite rates and intensities 
was produced in two areas in Sierra Leone. However, 
it is highly probable that infections obtained at, or just 
before, the commencement of the trials (and spraying 
was carried out in most of the villages in these areas 
when the mosquito density was at its height) would not 
have had time to die out in such a short period, and it is 
considered that further examinations over a longer 
period of time (at least 1 year) would be necessary to 
determine whether the treatment of houses with gam- 
mexane would lower the malaria incidence in the local 
population. Moreover, an important factor, which 
would significantly alter the results, has not been taken 
into account—namely, the movement of the populations 
between treated and untreated villages, which in both 
areas are very close to one another’”’. 

R. M. Gordon 


1614. Is “ Gammexane ”’ (y-hexachlorocyclohexane) the 
Antivitamin of Mesoinositol? (Le gammexane (y- 
hexachlorocyclohexane) est-il l’antivitamine du méso- 
inositol?) 

W. H. Scuoprer, T. PosTERNAK, and M. L. Boss. 
Schweizerische Zeitschrift fiir Pathologie und Bakterio- 
logie (Schweiz. Z. Path. Bakt.] 10, 443-454, 1947. 5 figs., 
9 refs. : 


“* Gammexane ” proved to be mycostatic for a number 
of fungi. In small doses it inhibited the production of 
flavine. Contradictory results were obtained when 
the anti-gammexane properties of mesoinositol were 
investigated. R. Salm 


1615. Biological Action of Supersonic Waves on Culicidae 
(Action biologique des ultrasons sur les culicides) 

J. Sautet, G. Levavasseur, and J. VUuILLeET. Revue 
Canadienne de Biologie [Rev. canad. Biol.] 6, 179-210, 
1947. 24 figs., 9 refs. 


During the last 10 years experiments have shown that 
the lethal action of supersonic waves [sound waves 
above audible frequency] on living cells, micro-organisms, 
protozoa, arthropods (Daphnia, Cyclops), and some 
vertebrates varies very greatly. The present authors 
have tried these waves on the eggs, larvae, and pupae of 
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several kinds of mosquitoes and have found that their 
effects vary with the stage of development of the mosquito, 
with the strength of the waves, and with the duration of 
their application, and that there are great differences in 
resistance between families, genera, and even allied 
species (C.R. Soc. Biol. Paris, 1946, 140, 641). 

The authors used a high-frequency generator supplying 
7,000 volts and 960 kilocycles, modulated to 100 periods 
a second. The projector of the supersonic waves con- 
tained a quartz disk, 30 mm. in diameter and 3 mm. 
thick, which resonated with a frequency of 960 kilo- 
cycles a second. The projector was arranged above a 
vessel containing water. Under the projector and at 
the bottom of the vessel there was a reflector, which in 
the first experiments was concave and reflected a con- 
centrated beam of supersonic waves, while in the later 
experiments either a reflector with an exponential 


‘ profile or a convex reflector was used to disperse the 


waves throughout the water. When the concave mirror 
was used the eggs, larvae, and pupae were exposed in 
a special test-tube, while with the other reflectors they 
were free in the water of the vessel. The mosquitoes 
tested were Culex pipiens, Theobaldia longeareolata, 
Aédes mariae, and Anopheles maculipennis. The work 
was done in a research laboratory at Marseilles. 

In the concave-mirror experiments the beam of super- 
sonic waves corresponding to a range of 1,200 to 500 
milliamperes, applied for 30 seconds, killed nearly all 
larvae of C. pipiens, A. mariae, and An. maculipennis 
immediately and at 400 mA most were killed, while at 
300 mA all survived; there appeared to be a critical 
threshold at about 400 mA. With shorter exposures at 
1,200 mA all were killed in from 30 minutes to 2 days. 
Younger larvae were less resistant than older ones and 
pupae were more resistant than larvae; eggs were very 
resistant, yet after exposures of culicine eggs for 
30 seconds, 5 minutes, and 15 minutes at 1,100 mA none 
hatched. The experiments with the other reflectors were 
performed under conditions more like those in natural 
breeding places, as the larvae and pupae were free in the 
water. With the “ exponential reflector ’’ exposure of 
larvae for 10 to 15 minutes at 1,200 mA killed them 
though some lived for 5 days; the convex reflector seemed 
to be rather less effective, but in both cases certain parts 
of the water escaped the waves and some larvae were able 
to take shelter there. Little effect was observed on eggs 


and pupae even with exposures of several minutes at 


1,200 mA. 

It is uncertain how the waves act; experiments showed 
that shock or heat could be excluded, but examination of 
dead eggs and larvae indicated that they had been burst 
or ripped open, and the action has been compared with 
that of an explosion under water. The authors think 
that liberation of dissolved gases from the tissues plays 
an important part. Weaker supersonic waves have a 
stimulating action which hastens development of the eggs 
and larvae. 

No practical application of the waves as an anti-. 
mosquito measure can yet be suggested, but if greater 
power could be used they might act on domestic breeding 
places of Aédes aegypti. Details of the experiments are 
given in numerous tables and figures. J. F. Corson 
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Radiology 


1616. Removal and Prevention of Fungus Stain of 
Photographic Negatives in the Tropics 

B. S. CRANDALL. Journal of the Biological Photographic 
Association [J. biol. photogr. Ass.| 16, 78-80, Dec., 1947. 


In warm moist climates photographic negatives are 
often rendered useless because they become covered 
with fungus mycelium. For 35-mm. film negatives the 
problem can be solved by storing them over silica gel 
in tins which can be hermetically sealed. For larger 
negatives this method is impracticable. In the Amazon 
region it was found that immersion in the standard fixing 
bath “ hypo ” for 5 or 10 minutes cleared the stain from 
the negative and acted as a fungicide. Negatives so 


treated remain free from infection for 4 months. Nega- 
tives have been protected from fungus infection for 
10 months by immersing them in a 1 in 1,000 solution of 
mercuric chloride immediately after washing or in a 
solution of lignasan, 2-4 g. per litre. 
[Lignasan is ethyl mercuric chloride.] 


G. M. Findlay 


1617. Morphologic Changes in the Lymphocytes of 
Persons Exposed to Ionizing Radiation 

A. Dickie and L. H. HEMPELMANN. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.] 32, 1045- 
1059, Sept., 1947. 12 figs., 8 refs. 


The lymphocytes of persons exposed to ionizing 
radiation at the Los Alamos project in California were 
examined in supravital preparations. More refractile 
neutral-red granules were present than in an unexposed 
group, and the numbers increased with the degree of 
exposure. There was practically no overlap in the 
distribution in the different groups, so that subjects 
could be assigned to the unexposed group or the degree 
of exposure could be diagnosed by counting the lympho- 

es carrying increased numbers of these granules. 

otal lymphocyte counts in exposed persons showed no 
significant change, but there was a significant statistical 
decrease in the total leucocyte counts. 
Marjorie Le Vay 


1618. The Inhibition of Ribo- and Thymo-nucleic Acid 
Synthesis in Tumour Tissue by Irradiation With X-Rays 
B. E. Howmes. British Journal of Radiology [Brit. J. 
Radiol.] 20, 450-453, Nov., 1947. 7 refs. 


Mitchell demonstrated in 1942 an increase of ultra- 
violet absorption of nucleotide type in the cytoplasm of 
tumour cells after therapeutic irradiation. Mitosis was 
suppressed, while at the same time the measured amount 
of thymonucleic acid remained unchanged. This 
inhibition of synthesis of the acid was caused by the 
x and y irradiation, and the compounds of nucleotide 
type accumulating in the cytoplasm may represent an 


intermediate stage in the formation of thymonucleotide. 
By the use of P*? as a tracer and estimation of the new 
formation of thymonucleic acid and other nucleotide 
materials in a cell this hypothesis was tested. P*? in the 
thymonucleic fraction was greatly inhibited by the 
irradiation, but no corresponding accumulation has been 
found in other fractions so far investigated. 

One-tenth microcurie per g. body weight was injected 
into rats with Jensen sarcoma tumours, the rats being 
immediately irradiated with x rays (H.V.L. 0-5 mm. Cu), 
the nucleic acid fractions being separated by the method 
of Schmidt and Thannhauser. In early experiments 
“* nembutal ”’ was used as a sedative during the irradia- 
tion. It was found that nembutal inhibited the uptake 
of radioactive phosphorus in both thymonucleic and 
ribonucleic fractions, and it should therefore not be used 
as a sedative. Irradiation by x rays markedly inhibits 
the uptake of P®? in the thymonucleic fraction of rat 
tumour tissue and to a smaller extent in the ribonucleic 
fraction. Hevesy’s observation that in an animal bearing 
two tumours the irradiation of one tumour will affect 
the P*? uptake in the other was confirmed. 

I. G. Williams 


1619. Carcinoma of the Bronchus with Especial Reference 
to its Treatment by Radiotherapy 

L. M. SHorvOoN. British Journal of Radiology [Brit. J. 
Radiol.] 20, 443-449, Nov., 1947. 25 refs. 


The author first reviews the literature on carcinoma of 
the bronchus with regard to aetiology, pathology, 
clinical features and diagnosis, and treatment. 

Treatment may be by surgery or by radiotherapy. 
Surgery is only possible in about 10% of cases when they 
are first seen. Thoracotomy is contraindicated if the 
following conditions are present: (1) extension of the 
growth in the main bronchus to within an inch (2-5 cm.) 
of the bifurcation of the trachea; (2) mediastinal 
invasion; (3) pleural effusion; (4) metastases. Brock 
reported on 224 cases seen in 2}? years; 36 were suitable 
for thoracotomy and 18 of these were found to be 
inoperable when the chest was opened. Varying opinions 
have been expressed about radiotherapy; some authorities 
maintain that it is worse than useless, while others state 
that it is an excellent palliative and that occasionally 
cure can be achieved with it. The negative attitude is 
often due to the fact that the therapist tends to accept 
all types of advanced cases. Selection is essential, and 
before treatment is given it must be decided whether it 
is to be radical or palliative. The decision is difficult, 
but a radical course is given unless the general condition 
is too poor, effusions or distant metastases are present, 
or active tuberculosis is associated with bronchial 
carcinoma; 3,800 to 4,000 r is delivered to the tumour, 
which has been accurately located, through 4 to 5 large 
fields or 5,500 r through multiple small fields. Intra- 
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muscular penicillin is given in all cases so as to diminish 
pyrexial attacks. 

At the Mount Vernon Hospital 213 cases of bronchial 
cancer were seen during the years 1942-6. The youngest 
patient was aged 20 years, the oldest 77, the highest 
incidence being in the decade 50 to 59 years. The sex 
ratio was 7 males to 1 female (the hospital was a centre 
for the treatment of patients from the Services). In 79 
patients the diagnosis was verified by biopsy: oat-celled 
33, squamous-celled 26, other carcinomata 20. Of the 
213 cases 75 were too advanced to be treated, 23 received 
palliative treatment, 4 post-operative therapy, and 111 
radical x-ray therapy. 

The results of radiotherapy can be judged under three 
headings: (1) Possibility of cure. This is remote; in 
this series not 1 patient survived more than 3 years after 
treatment. (2) Prolongation of life. This is difficult to 
assess because it is a problem to decide when the malig- 
nant process started. In 75 non-irradiated patients the 
average duration of life was 6} months from the time of 
the first symptom; in those receiving palliative x-ray 
therapy it was 114 months. Of the 111 patients treated 
radically 28 are alive, of whom 16 were treated over 
6 months ago; 1 survives after 36 months. Of the 
remaining 83, 43 died within 6 months; and 8 survived 
a year, but no patient was alive 30 months after treat- 
ment. The average survival was 154 months, which is 
definitely longer than in untreated cases. (3) Relief of 
symptoms. Complete or marked relief of pain, cough, 
dyspnoea, and superior vena caval obstruction is often 
obtained by radiotherapy. I. G. Williams 


1620. The ‘* Water Test” in Cholecystography. Its 
Interpretation and Value. (Sulla “‘ prova idrica”’ in 
colecistografia e sulla sua interpretazione e valore) 

E. ViraLe. Radiologia Medica {Radiolog. med., Torino] 
33, 645-661, Dec., 1947. 16 refs. 


This work comes from the Institute of Radiology of 
the University of Genoa. The author refuses to accept 
the interpretation of the “ water test”’’ in cholecysto- 
graphy as a sudden increase of the concentrating power 
of the gall-bladder. He believes on the contrary that the 
phenomenon is due to a mobilization of the opaque bile 
contained and retained in the intrahepatic bile-ducts 
under the stimulus released by the passage of fluid through 
the pyloro-duodenal tract. He does not accept Bronner’s 
test as identical with his “‘ water test’, for which he claims 
priority. A. Orley 


1621. X-ray Signs of Altered Alimentary Function 
Following Autonomic Blockade with Tetraethylammonium 
J. F. Hott, R. H. Lyons, R. B. Neticu, G. K. Moe, and 
F.J. Hopces. Radiology [Radiology] 49, 603-610, Nov., 
1947. 5 figs., 16 refs. 


This is a report from the Departments of Roentgeno- 
logy, Internal Medicine, and Pharmacology of the 
University of ,Michigan, of the effect of tetraethylam- 
monium, structurally similar to acetylcholine, on the 
various parts of the alimentary canal. The drug is 
supposed to block the transmission of nerve impulses 
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through the sympathetic and parasympathetic ganglia. 
It had no effect on the normal oesophagus or on cases of 
cardiospasm, which would tend to confirm the view that 
this last condition is due to degeneration of the nerve 
plexuses in the walls of the oesophagus. In contra- 
distinction, after an intravenous injection of the drug, 
the stomach assumed an atonic aspect, similar to that of 
the stomach after vagotomy. There was a complete 
stoppage of all peristaltic movements in the small 
intestine for minutes or hours. The drug had no 
appreciable effect in the colon. A. Orley 


1622. Symmetrical Calcification of the Cerebral Basal 
Ganglia. Its Roentgenologic Significance in the Diagnosis 
of Parathyroid Insufficiency 

J. D. Camp. Radiology [Radiology] 49, 568-577, Nov., 
1947. 11 figs., 12 refs. 


The author describes 12 personally collected cases of 
calcification of the basal ganglia associated with para- 
thyroid deficiency. Although Fritzsche (Schweiz. Arch. 
Neurol. Psychiat., 1935, 35, 1) first described the radio- 
logical appearances of calcification in the basal ganglia, 
it remained to the present author to correlate the 
appearances with parathyroid deficiency. Colloid 
material is first deposited in and around the finer blood 
vessels; the deposits then calcify, particularly in the 
media and adventitia of the smaller arteries. When the 
process is extensive the capillaries may be occluded. 
Calcium is always present to a considerable extent 
microscopically before it can be detected radiologically. 
In 5 of the author’s 12 cases calcium was also detected 
radiologically in the deeper layers of the cerebral cortex 
and in the cerebellum. 

The symptoms include the various complications of 
parathyroid deficiency, such as cataract, convulsions, 
mental retardation, and trophic changes. These com- 
plications are relieved by treatment, but the calcification 
remains. Radiologically the features are characteristic 
and, of course, symmetrical. There should be no 
suspicion that the calcification is caused by a tumour, 
but if such a suspicion arises, encephalography will 
dispose of it. Four of the author’s cases were submitted 
to encephalography. The condition may easily be 
differentiated from calcification in the choroid plexus. 
Calcification of the basal ganglia is not limited to para- 
thyroid deficiency, but may also be seen after encephalitis 
or in tuberous sclerosis, toxoplasmosis, and certain 
cases of mental deficiency. In tuberous sclerosis 
calcification is usually present elsewhere. 

The author states that in all cases of parathyroid 
deficiency skull radiography should be performed and a 
serum-calcium analysis made to differentiate hypo- 
parathyroidism from other causes of calcification of the 
basal ganglia. J. W. Bull 


1623. The Biological Effect of Injected Radioactive 


Isotopes. (Zur biologischen Wirkung injizierter kiinst- 
lich radioaktiver Substanzen) 

G. SCHUBERT and W. RiezLer. Strahlentherapie [Strah- 
lentherapie] 76, 407-416, 1947. 2 figs., 7 refs. 
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1624. Macrophages in the Peripheral Blood in Staphy- 
lococcic Sepsis. [In English] 

T. FALKENBERG. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 2A, 1-10, 
1947. 3 figs., 27 refs. 


The author describes a fulminating case of septicaemia 
due to a coagulase-positive Staphylococcus aureus, in 
which a large number (12% in the differential leucocyte 
count) of macrophages appeared in the peripheral blood. 
These cells were about five times the size of a red blood 
corpuscle, and had a round, oval, or indented nucleus 
presenting a compact chromatin net and possessing 
nucleoli. The nucleus was often excentric and the 
basophilic cytoplasm was full of vacuoles containing 
Gram-positive cocci. These cells corresponded closely 
with the descriptions by other investigators of similar 
cells seen in large numbers in the peripheral blood, 
notably in cases of endocarditis, and more rarely in other 
diseases, such as typhoid, leukaemias, and carcinoma of 
the stomach. There are two main differences: (1) in- 
gested blood cells were not seen except in one cell; 
(2) the vacuoles contained large numbers of organisms. 

The author reviews the literature on these cells, and 
mentions the diversity of opinion about their origin 
from vascular endothelium, lymph nodes, spleen, or 
liver, which is reflected in the variety of names— 
histiocytes, reticulo-endothelial macrophages, clasmato- 
cytes—which they have received. As in previously 
reported cases, the author has found transitional cells 
which cannot be described as monocytes nor as macro- 
phages, and he reiterates Schilling’s view that these 
transitional cells form the missing link in the chain of 
evidence that the reticulo-endothelial macrophages and 
the blood monocytes have a common origin. 

R. B. T. Baldwin 


1625. On the Fate of Carcinogenic Hydrocarbons in the 
Animal Body 

L. T. Larionow. Cancer Research [Cancer Res.) 7, 
230-240, April, 1947. 15 figs., 19 refs. 


This paper, from the Byelorussian State Medical 
Institute, Minsk, B.S.S.R., describes experiments carried 
out by a group of workers during 1940-1. 

An aqueous suspension of 3,4-benzpyrene was injected 
either intravenously or subcutaneously into rats, mice, 
rabbits, or dogs, and its distribution ascertained by 
photographing the fluorescence spectra of benzene 
extracts of organs, body fluids, or excreta. A special 
study was made of its elimination by the liver. The 
carcinogen was found to disappear quickly from the 
blood and to be concentrated in the liver, where it was 
metabolized and excreted with the bile. The same 
derivative was also found in the urine. Some benzpyrene 
was retained for a considerable time in the intestinal wall 
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and much was dissolved in the body fat, but none 
appeared in the cerebrospinal fluid or the milk. Experi- 
mental hepatitis induced by injection of allyl formate into 
the abdominal cavity, or fatty degeneration of the liver 
following injection of phosphorus, caused a reduced 
flow of bile and a corresponding delay in the elimination 
of carcinogen. When fed in oily solution much of the 
carcinogen was excreted unchanged in the faeces, though 
some was retained by the mucosa of the forestomach for 
a considerable time. Partial absorption from the gastro- 
intestinal tract was indicated by the presence of carcinogen 
in the liver. 

[These experimental findings are mainly similar to 
those of Peacock, Chalmers, Weigert and Mottram, and 
Berenblum published during the last 10 years. The 
author is clearly unaware of much that has emerged 
during the war years on the nature of the products of 
metabolism of the carcinogenic hydrocarbons. This 
later work is surveyed by Weigert and Mottram (Cancer 
Res., 1946, 6, 97), who also present a scheme showing 
the possible nature of several intermediate stages in the 
conversion of benzpyrene to one of its known end- 
products—8-hydroxy-3,4-benzpyrene.] H.G. Crabtree 


1626. Protein-chemical Aspects of Cancer 
G. Toenniges. Cancer Research [Cancer Res.] 7, 193-229, 
April, 1947. Bibliography. 


The literature of cancer research contains many papers 
dealing with various aspects of the protein chemistry of 
the cancer cell and the tissues and body fluids of the 
cancer-bearing organism. 

In this review the author has summarized the contents 
of 211 publications which have appeared during the last 
6 years and has presented some of the data in 27 tables. 
Only one aspect of protein chemistry is dealt with, namely, 
chemical composition; protein metabolism and enzymo- 
logy are not discussed. The assumption behind most of 
this work is that malignant growth is probably associated 
with characteristic changes in protein composition; many 
of the earlier writers, with inadequate technical means, 
sought to reveal the nature of these changes by chemical 
analyses of proteins and their component parts. 

The investigations surveyed are grouped in three 
sections, covering the protein chemistry of cancer tissue, 
non-cancer tissue, and excretory products respectively. 
Subsections are devoted to the data obtained from 
estimations of the amount and kind of protein fractions, 
nucleic acids and their component parts, nitrogenous 
intermediates, and the amino-acids found in both normal 
and cancer tissues. A short account is also given of 
studies on tissue digestibility, enzyme proteins, and the 
chemical analyses of cancer viruses. Pogsible changes 
in protein composition which accompany cancer growth 
or occur as a result of nutritional variations form the data 
of another chapter. 
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In a final section the author states that “‘ the data here 
reviewed hardly justify any attempt to summarize factual 
conclusions derivable from them because of the great 
disparity between problems raised and results estab- 
lished’’. He discusses the difficulties inherent in 
analytical work of the type surveyed, and concludes 
“that the past experimental approaches have largely 
served to reveal the complexities of the problem ”’. 

Hi. G. Crabtree 
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1627. Experimental and Morphological Analysis of 
Mutual Relations of Sympathetic Nerves and Skeletal 
Muscle. aHa- 
CHMMaTHYeCKHX HEPBOB C 
MBILUUAaMH) 

V.N. Murat. Apxus [latronorun [Arkh. Patol.] 9, No. 
5, 67-73, 1947. 4 figs., 19 refs. 


The author reports his work on the Sympathetic nerves 
supplying the extrinsic muscles of the eyeball of the cat. 
Three operative procedures were used: intracranial 
section of the oculomotor nerve, removal of the Gasserian 
ganglion, and removal of the superior cervical ganglion. 
[Exact operative details are not given.] The extent of 
degeneration after periods of from 48 hours to 9 days 
was studied by a modified Bielschowsky method in sec- 
tions of 40 to 80 microns thickness. One important 
finding after excision of the superior cervical ganglion 
was degeneration of some sympathetic fibres to the muscles 
of the contralateral eye, and the author suggests that 
the most likely anatomical basis is a crossing of fibres 
from one internal carotid plexus to the other on the wall 
of the cavernous sinus. He confirms the fact that 
ipsilateral sympathetic fibres travel both in the peri- 
vascular plexus and with the motor nerves; they degener- 
ate only after removal of the superior cervical ganglion. 
The author concludes that his work confirms the hypo- 
thesis of Orbeli that the autonomic nervous system 
provides an accessory innervation for skeletal muscle, 
with an important “* adaptive and trophic ”’ function. 

Elliott Emanuel 


1628. Role of the Nervous System in the Pathogenesis of 
Inflammation. I. Influence of Inflammation on_ the 
Secretory Function of Intact and Sympathectomized 
Parotid Gland. (Marepvanbt mo u3yyeHHIO 
HEpBHOM CHCTeMbI B MaToreHese sBocnaneHua. I. 
Bnuauue BocnaneHHA Ha CeKpeTOpHyiO dyHKUHIO 
MHTaKTHBIX HW OKOJIOYUIHbIX 

V. M. Koropov. Apxus [laronorun [Arkh. Patol.] 9, 
No. 5, 59-66, 1947. 4 figs., 19 refs. 


In an attempt to decide whether the inflammatory 
reaction is a purely local tissue response or whether the 
nervous system plays an important part, the author 
investigated the secretory activity of the parotid gland in 
dogs with experimental infections. The parotid duct 
was exteriorized, and milk, dried biscuit, hydrochloric , 
acid, and injections of pilocarpine (3 mg.) were used as 


salivary stimuli. To induce inflammation a suspension 
either of soil infusoria or of staphylococci and strepto- 
cocci was introduced into the thicker parts of the gland. 
The output of saliva in response to a particular stimulus 
and the percentage of solids in the dried residue were 
measured. The sympathetic supply of the glands was 
interrupted by removal of the superior cervical ganglion, 
removal being judged by microscopical examination of 
the tissue taken away, by the production of Horner’s 
syndrome, and by alteration of the response to injected 
adrenaline—namely, almost total inhibition of secretion. 
So-called aseptic inflammation was studied in 5 dogs 
thus treated and septic inflammation in 3. 

In intact dogs inflammation causes a rapid and pro- 
found diminution of secretion to a level 50 to 80% below 
normal; this level rises slowly after 3 or 4 days, reaching 
normal after 10 or 20 days or longer. During this 
period the percentage of solids in the saliva is con- 
siderably increased—from 1-4 to 4:2%. When the 
sympathetic nerve supply of the gland has been removed 
the diminution in secretion is somewhat more gradual, 
less profound, and lasts for a shorter time. The author 
does not consider that great significance can be attached 
to this small difference, for which there are several 
possible explanations—for example, hyperaemia of the 
gland, or overaction of the parasympathetic supply. He 
concludes that the sympathetic nervous system does not 
play a significant part in the diminution in secretion 
consequent on inflammation. Elliott Emanuel 


1629. The Essential Carcinogenic Action of Cholesterol 
Irradiated by x rays. (Recherches sur |’action cancéri- 
géne éventuelle du cholestérol irradié par les rayons X) 
R. TRuHAUT. Comptes Rendus Hebdomadaires des 
Séances de l’ Académie des Sciences [C.R. Acad. Sci., 
Paris] 225, 544-546, Sept. 29, 1947. 6 refs. 


Observations by Dobriner et a/. (IV Int. Cong. Cancer 
Research, St. Louis, 1947) demonstrated the presence of 
abnormal «-ketosteroids in the urine of cancer patients. 
In addition Burrows and Mayneord (Amer. J. Cancer, 
1937, 31, 484) showed that cholesterol in lard, after 
irradiation with heavy doses of x rays (60,000 to 100,000 r), 
caused sarcomata in 10% of mice after subcutaneous 
injection. The author, using purified cholesterol, 
dissolved in benzene (5 g. per 100 ml.) and exposed for 
22 minutes to x rays (100,000 r), found that it had not 
acquired carcinogenic properties when injected into 
mice. It is suggested that commercial cholester=! con- 
tains carcinogenic impurities. G. M. Findlay 


1630. Demonstration of Tumorigenic Decomposition 
Products of 2, 3-Azotoluene. [In English] 

B. EKMAN arid J. P. SrrGmpeck. Acta Physiologica 
Scandinavica [Acta physiol. scand.] 14, 43--50, Sept. 30, 
1947. 5 refs. 


The authors observed that urine of rats treated with 
2,3-azotoluene gave a distinct Marshall reaction 
(diazotization of the primary aromatic amino group, 
followed by coupling to ethyl-«-naphthylamine, which 
gives a red colour) which become more intense after 
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hydrolysis of the urine. They investigated the urine of 
these rats for decomposition products of azotoluene in 
the following way: 

The urine was hydrolysed, then extracted with ether, made 
alkaline with sodium bicarbonate, and again extracted with 
ether. Aeration with gaseous hydrochloric acid of extracts 
from acid as well as alkaline urine gave precipitates. The 
precipitate from alkaline extract was dissolved in dilute 
Seetenchtenis acid, made alkaline with sodium bicarbonate, 
and finally extracted with ether, which was evaporated and 
sublimated. In this way aminocresol was obtained. The 
extract from the acid urine was treated with sodium bicarbo- 
nate and then acidified with hydrochloric which gave a 
ae. This precipitate behaved like m-aminobenzoic 
acid. 


It is suggested that the formation of aminocresol and 
aminobenzoie acid was preceded by a breakdown of the 
azotoluene into o-acid m-toluidine. Two series of rats, 
10 and 9 respectively, were kept on a diet of rice flour 
with addition of a slice of carrot every other day. Rats 
of the first series were each given 7:5 to 12 mg. of o- 
toluidine per day, rats of the second series the same 
quantity of m-toluidine. Three rats out of the first 
series developed malignant changes, the average survival 
age being 91 days after the experiment was started, and 
6 rats of the second series developed similar changes. 
It is presumed that the tumour-inducing action of the 
azo-compounds is based on generation of toluidines. 
Urine from patients with tumours of the bladder was 
investigated. The urine was hydrolysed with hydro- 
chloric acid, neutralized by sodium bicarbonate, and 
divided into two portions: one was extracted with 
ether and the ether extract evaporated, the remaining 
substance giving a strong Marshall reaction; the other 
portion was submitted to steam distillation, the distillate 
made alkaline, extracted with ether, and the extract 
evaporated, the residue giving a distinct Marshall 
reaction. The authors conclude that compounds con- 
taining a primary amino group can be isolated from the 
urine of patients having tumours of the bladder. [The 
number of patients and the type of tumours are not 
stated.] L. Dmochowski 


1631. A Test of Pharmacodynamic Action of Colchicine 
as a Drug Capable of Action in Cancer (Action on Cyto- 
plasmic Cyclosis) (D’un test d’action pharmaco- 
dynamique de la colchicine comme médicament 
susceptible d’agir dans le cancer (action sur la cyclose 
cytoplasmique)) 

L. P. Doutre and J. BrraBEN. Journal de Médecine de 
Bordeaux [J. Méd. Bordeaux] 124, 463-465, Oct., 1947. 


Leaves of Elodea canadensis mounted in water under 
coverslips were treated with solutions of colchicine. 
The effect of the alkaloid on the speed of cyclosis was 
determined by comparing the rate of movement of 
plastids in individual cells before, during, and after 
exposure to the drug. The speed of cyclosis varied from 
cell to cell in treated and untreated leaves. Temperature 
and illumination were kept constant during each experi- 
ment. Cells bordering the mid-vein were selected for 
observation to obviate errors due to unequal penetration 
of the colchicine into the tissue. 
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A 1 in 1,000 colchicine solution approximately doubled 
the speed of cyclosis irrespective of the rate before 
treatment. The latter averaged about 60 y in 17 seconds. 
Stimulation of cyclosis lasted for about 3 hours and was 
reversible. The increased rate of cylosis produced by 
application of colchicine for 2 minutes and subsequent 
washing persisted for about 1 hour. A 1 in 1,000 colchi- 
cine solution also induced cyclosis in cells previously 
without protoplasmic streaming. A 1 in 100 solution 
acted more quickly than a 1 in 1,000 solution on cells 
with stationary cytoplasm but did not induce a greater 
acceleration of pre-existing cyclosis. A. K. Powell 


1632. Electron Microscope Studies of Normal and 
Malignant Tissues of High- and Low-breast-cancer 
Strains of Mice 

R. D. Passey, L. DMocHowsk1, W. T. AsTBuRY, and 
R. Reep. Nature [Nature, Lond.] 160, 565, Oct. 25, 
1947. 1 fig., 11 refs. ' 


From tissues which might be expected to contain the 
milk factor, spherical particles 200 A in diameter (electron 
microscope) could be consistently obtained. The tissues 
were dried, treated with petroleum ether, extracted with 
water, digested with trypsin for 30 minutes, and filtered 
through a Berkefeld N candle; the film of dried extract 
was gold-shadowed and photographed in the electron 
microscope. The following tissues gave the 200 A 
particles: lactating breast tissue and breast-tumour 
tissue of high-cancer strains (C3H, Strong A, and R3). 
No such particles could be extracted from lactating breast 


_tissue of mice of C57 and CBA (low-cancer) strains or 


from breast tumours induced by methylcholanthrene in 
C57 and IF (low-cancer strains) nor from the 37S sarcoma. 
Stanley et al. have also found characteristic material 
of large-particle size in the milk of high-cancer-strain 
mice and its absence or its presence only in low concen- 
tration in the milk of low-cancer-strain mice. 
I. Hieger 


1633. Hair Growth in the Skin of Guinea Pigs Painted 
with 20-Methylcholanthrene 

M. SILBERBERG and R. SILBERBERG. Archives of Patho-~ 
logy — Path.) 44, 297-306, Sept., 1947. 3 figs., 
11 refs. 


This is a histological study of the changes observed 
in hairs of the skin of guinea-pigs painted with benzene 
and 20-methylcholanthrene dissolved in benzene. The 
changes in the epidermis have been described previously 
(Arch. Path., 1947, 43, 143). 

The right ears and flanks of 32 guinea-pigs were 
painted for periods of a fortnight or 1, 2, or 3 months 
with 3% 20-methylcholanthrene dissolved in benzene. 
To the left ears and flanks of 16 of these animals benzene 
was applied; the left ears and flanks of the remaining 
16 were not treated. Hair shafts and bulbs were counted 
in a standard area representing a low-power field measur- 
ing 1-5 mm. in diameter, and averages were established 
on the basis of 100 fields in each animal. Mitoses were 
counted in the matrix of the hair (bulb) and the epithelium 
‘of the follicle. For this purpose 1,000 sections of bulbs. 
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and shafts were examined in the ears and flanks of each 
guinea-pig. A summary of all the counts is given in 
tables. In untreated skin the hair was uniformly spaced, 
the surface epithelium between the hairs formed a straight, 
horizontal border-line, and vegetating and dead hairs 
were scarce. The ratio of bulbs to hairs was 10: 11; 
mitoses were more numerous in the matrix of the hair 
than in the epithelium of the follicle. 

In benzene-painted skin, hairs were more numerous 
and their distribution more irregular than in normal skin. 
The hairs were arranged in groups of 3 or 4 and the bulbs 
were enlarged and situated more superficially. The ratio 
of bulbs to hairs was 10 : 16; the hairs were thicker than 
normal and some showed regressive changes. The 
epithelial cells of the hair follicles were increased in 
number and size and there were more mitoses. The 
surface epithelium was slightly hyperplastic and was 
beginning to bulge into the thickened and congested 
dermis. In addition, epithelial cords invaginated from 
the surface epithelium were observed in the dermis. 
The sebaceous glands were enlarged. 

Methylcholanthrene stimulated the growth of hair more 
than did benzene. The same arrangement of hair 
follicles in groups was seen as with benzene, but there 
were more vegetating and dead hairs. Not infrequently 
two hairs emerged from the same follicular opening and 
the ratio of bulbs to hairs was 10:19. Hairs were 
broken off at the level of the skin surface or showed 
regressive changes. Increase in number and size of the 
cells of the matrix and follicle was marked. The hyper- 
plastic surface epithelium showed more numerous and 
deeper invaginations into the subcutis than with benzene. 
Similar invaginations budded out from the epithelium 
of the follicles, usually just above the origin of the 
sebaceous glands. Mitoses were very numerous in 
bulbs and follicles in the early ‘stages of treatment, but 
these became scarcer as treatment proceeded. 

The conclusion is drawn that both benzene and methyl- 
cholanthrene stimulate hair growth, but that the site 
influences the response to some extent. In the flank, 
mitoses were less abundant than in the ear, but the number 
of hairs was greater. Thus new formation of hairs is 
not simply a function of mitotic activity. The increase 
in number of hairs may be due to accelerated growth 
and replacement within existing follicles or there may be 
actual formation of new follicles. There is some 
histological evidence for the latter view, but the authors 
consider that further investigations of this point are 
required. G. M. Bonser 


1634. Plasma Esterase Activity in Patients with Liver 
Disease and the Nephrotic Syndrome 

H. G. KunKEL and S. M. Warp. Journal of Experi- 
mental Medicine [J. exp. Med.| 86, 325-337, Oct. 1, 
1947. 5 figs., 25 refs. 


Indications that albumin is formed in the liver are 
Strengthened by the fact that in severe liver disorders 
there is a depression of the serum-albumin level. It is 
therefore of importance to discover what aids are 
necessary to resynthesize this protein in order to assist 
treatment. It was thought that by studying the hypo- 


proteinaemic state some information might be gained 
on this point. The plasma proteins, fibrinogen, pro- 
thrombin, and esterase are all formed in the liver. 
Esterase is the subject of this investigation. 

The data of this report were obtained from 20 cases 
of infective hepatitis, 20 of cirrhosis of the liver, and 10 of 
the nephrotic syndrome. In cases of acute infective 
hepatitis and cirrhosis of the liver, results showed a 
lowering of the plasma esterase that was parallel to the 
albumin formation. Further investigations suggested 
that considerable improvement in liver function was 
followed by a rise in the four plasma proteins, including 
the plasma esterase. On the other hand, patients with 
a nephrotic syndrome have normal or hypernormal 
esterase levels, and this suggested, despite the adverse 
opinion, that the liver function was normal in these - 
cases. It seemed that the administration of albumin or 
spontaneous remissions were followed by an increase in 
esterase value, suggesting that the defect in protein 
synthesis in the nephrotic syndrome might be due to a. 
lack of essential materials. E. M. Darmady 


1635. Methods for Quantitative Determination in Urine 
of Aminobenzoic Acid, Aminocresol and Meta-toluidine. 
{In English] 

B. EKMAN. Acta Physiologica Scandinavica [Acta 
physiol. scand.} 14, 51-62, Sept. 30, 1947. 2 figs., 7 refs. 


After the finding of aminocresol and m-aminobenzoic 
acid in the urine of rats fed on 2,3-azotoluene, methods 
for quantitative determination of these products were 
elaborated. 


For the determination of m-aminobenzoic acid in urine 
the following method was successful. Urine was diluted to 
50 ml. and filtered; 0-5 ml. of the filtrate was mixed with 
2 ml. N. HCl in a test-tube and kept in a boiling-water 
bath for 30 minutes. After cooling, 2 drops of 1% sodium 
nitrate solution were added, followed in 2 minutes by 1 ml. 
of 2% urea solution. After 30 minutes 1 ml. 5N. HCl and 
2 ml. 25% NaCl were added. Finally, after shaking, 1 ml. 
ethyl-a-naphthylamine hydrochloride solution in 
N. HCl and 5 ml. alcohol were added. The reading was 
carried out in a Pulfrich photometer. Toluidine and 
aminocresol did not interfere with the determination of 
m-aminobenzoic acid. 

The method for determination of aminocresol in urine was 
based on the observation that benzene compounds con- 
taining an amino and a hydroxyl group give a colour reac- 
tion with Marshall’s reagent in alkaline solution also with- 
out preceding diazotization. It was carried out in the 
following way: 1 ml. of 24-hour urine diluted to 50 ml. and 
filtered was put in each of two test-tubes, to which 2 ml. of 
N. HCl was added. After boiling for 30 minutes on a 
water-bath and cooling, 2 ml. 2 N. sodium hydroxide was 
added to both tubes, and then 1 ml. N. HCl to one tube 
and 1 ml. 0-3% ethyl-a-naphthylamine hydrochloride solu- 
tion in N. HCl to the other tube. Sixty minutes after 
addition of 5 ml. of alcohol to both tubes the reading was 
carried out in a Pulfrich photometer. The method was 
tested each tithe with a solution of aminocresol. Amino- 
benzoic acid and toluidine did not give this reaction. _ 

Rats given m-toluidine excrete _m-toluidine, m-amino- 
benzoic acid, and aminocresol. For the calculation of 
m-toluidine separately, 0°5 ml. of urine, diluted to 50 ml. and 
filtered, was put in each of two test tubes and 2 ml. N. HCl 
added to each tube. Both tubes, to which 0-5 ml. water and 
0-5 ml. m-toluidine solution (10 mg. in 100 ml. 0-1 N. HCl) 
were added respectively, were boiled for 30 minutes on a 
water-bath. After cooling, 2 drops of a 1% sodium nitrate 
solution were added, followed after 2 minutes by 1 ml, of 
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a 2% urea solution. The tubes were shaken and after 30 
minutes 1 ml. 2N. NaOH and 2 ml. of 1-5 molar phosphate 
buffer of pH 7 were added to both tubes. Finally, after 
shaking, 1 ml. 0-3% ethyl-a-naphthylamine hydrochloride 
solution in N. HCI with 5 ml. of alcohol were put in. Both 
tubes were read with the help of an S 53 filter and 10 mm. 
cuvettes against another tube with contents treated in the 
same manner but containing water instead of urine. The 
tube without toluidine gave the value for urine. The 
difference between the extinction values of the two tubes 

ave the extinction value for the added amount of m-toluidine 
{0-05 mg.). For each new solution the extinction value for 
0-5 ml. of the m-toluidine solution;with 0-5 ml. water had to 
be determined, so as to obtain the initial value for the 
calculation of the reduction percentage on addition of the 
toluidine solution to the urine. 

The extinction values for m-aminobenzoic acid, amino- 
cresol, and m-toluidine were directly proportional to their 
concentration in urine. L. Dmochowski 


1636. Excretion of Decomposition Products of 2,3- 
Azotoluene on Various Diets. [In English] 

B. EKMAN and J. P. Str6mpeck. Acta Physiologica 
Scandinavica [Acta physiol. scand.| 14, 63-79, Sept. 30, 
1947. 12 figs., 17 refs. 


Two groups of rats, each comprising 8 animals, were 
given a quantity of azotoluene in the diet which amounted 
to a daily intake of 30 to 45 mg. The rats of one group 
were fed on a protective diet consisting of rice flour, 
peanut oil, cod-liver oil, yeast, wheat sprouts, and a salt 
mixture; the rats of the second group were fed on rice 
flour with the addition of a slice of carrot every other 
day (rice diet). The output of primary-amino-group 
substances in the urine of rats maintained on the pro- 
tective diet was twice as high as the output of these 
decomposition products of azotoluene on the rice diet. 
The excretion of m-aminobenzoic acid and aminocresol 
in the urine of rats given daily 30 mg.. of azotoluene in 
oil solution by mouth and maintained on a diet of vitamin- 
free wheat starch, peanut oil, vitamin-free casein, cod- 
liver oil, and salt mixture, with the addition of yeast, 
40 pg., and 600 yg. nicotinamide daily was considerably 
higher than in the urine of rats fed on a diet free from 
vitamin B. 

In another experiment, 10 rats receiving 10 mg. of an 
oily solution of m-toluidine daily were at first maintained 
on vitamin-B-free diet with 10 yg. aneurin, 600 jg. 
nicotinamide, and casein, and then divided into two 
groups of 5 rats. Those receiving also a supplement of 
40 pg. vitamin B, daily showed a considerable increase 
in the excretion of m-aminobenzoic acid; the subsequent 
addition of yeast gave a similar result. The second 
group, which received the diet without the addition of 
casein, vitamin B, or nicotinamide, gave a progressively 
decreasing output of m-aminobenzoic acid. The output 
of aminocresol was similarly influenced by the same 
factors—that is, vitamin B, and casein. The excretion 
of m-toluidine on an adequate diet was practically nil, 
while on the vitamin-B-free diet it was up to 1 mg. per 
day. Therefore, the excretion of decomposition pro- 
ducts of azotoluene on a protective diet was high, but 
in the absence of protective factors it was low, while the 
output of m-toluidine and also of sulphanilamide when 
given in the diet decreased on addition of protective 
factors. 


A complete parallelism was noticed between the excre- 


tion of ascorbic acid and of the oxidation products— 
aminobenzoic acid and aminocresol. An increase of the 
ascorbic acid output in the urine was always connected 
with an increase in the excretion of these products, while 
a decrease in the ascorbic acid in urine was always 
connected with an increase in the m-toluidine output. 
The addition of casein to the diet had no effect on the 
ascorbic-acid output, while addition of riboflavin resulted 
in a tenfold increase of the output of ascorbic acid. The 
authors consider that the effect of vitamin B, may be 
indirect through its influence on the ascorbic-acid pro- 
duction in rats. In turn, the oxidizing cleavage of the 
aromatic compounds by ascorbic acid may explain the 
results obtained. L. Dmochowski 


1637. Heterotopic Blood Formation in Experimental 
Cholesterol Arteriosclerosis 

R. ALtscHuL. Archives of Pathology [Arch. Path.} 
44, 282-286, Sept., 1947. 15 refs. 


After cholesterol-feeding experiments on rabbits (28) 
and guinea-pigs (12), extramedullary haematopoiesis 
took place in the adrenal cortex of both groups “ quite 
frequently ’’, and very rarely in the kidney and lymph 
nodes of rabbits, and in the spleen of guinea-pigs; it was 
not found in the liver. Attention is directed only to the 
cases (7 rabbits, 1 guinea-pig) in which erythropoiesis, 
myelopoiesis, and megakaryocytes were observed in the 
adrenal cortex. The process appeared to be an intra- 
vascular haematopoiesis, originating from the endo- 
thelium of the blood sinuses of either the zona fasciculata 
or the zona reticulata. The heterotopic haematopoiesis 
was probably not the result of blood deficiency: the 
author has not observed anaemia in animals given 
cholesterol, while others report variously on this point; 
there have been no reports of leucopenia. As it was 
rarely found in other organs it could hardly be the result 
of embolism. The absence of haematopoiesis in liver 
and spleen might have been due to the severe damage 


caused in them by cholesterol-feeding. The adrenal 


cortex was also damaged, but the sinusoidal endothelium 
appeared to be unaffected. It is suggested that the 
extramedullary haematopoiesis is the sequel of endothelial 
** de-differentiation ’’ to ‘a mesenchyma-like cell type, 
caused by toxicity of excess cholesterol. The author 
has previously demonstrated such an occurrence in 
human arteriosclerosis. His results differ from those of 
other workers, probably because he uses _ heated 
cholesterol (baked yolk-cake). R. R. Wilson 


MORBID ANATOMY 


1638. Studies of Gaucher Cells. (Etudes sur la “ cellule 
de Gaucher ”’) 

S. FRANco and M. WoLMAN. Schweizerische Zeitschrift 
fiir Pathologie und Bakteriologie [Schweiz. Z. Path. Bakt.] 
10, 621-630, 1947. 


A staining method is described for the demonstration 
of kerasin in the spleens of patients who died from 
Gaucher’s disease. Frozen sections of formalin fixed 
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tissue are treated with ether and acetone to remove the 
fat; after exposing the sections for 30 seconds to boiling 
water at pH 4-0 they are stained with Sudan III. The 
method is specific for cerebrosides, and in the cases 
described for kerasin.—[Authors’ summary.] 


1639. The Tissue Structure in Thrombo-angiitis Obliterans 
with Special Reference to the Inflammatory Origin and 
Further Changes in the Fibrinous Deposits in the Intima. 
(A Contribution to the Differential Diagnosis between 
Thrombo-angiitis and Arteriosclerosis.) (Zum Gewebs- 
bild der Thrombangiitis obliterans, insbesondere tiber 
die entziindliche Entstehung und weitere Umwandlung 
der Fibrinablagerungen in der Intima. (Zur morpholo- 
gischen Differential-diagnose zwischen Thrombangiitis 
obliterans und Arteriosklerose)) 

W. W. Meyer. Virchows Archiv fiir Pathologische 
Anatomie [Virchows Arch.] 314, 681-720, Oct. 8, 1947. 
12 figs., 42 refs. 


Two cases of thrombo-angiitis obliterans were examined 
histologically by a combined silver-impregnation— 
azan-staining method. Extensive inflammatory pro- 
cesses in the arteries were found—marked, in the large 
arteries, by peculiar whitish cushions poor in fatty 
substances, and in the small arteries by extensive con- 
centric thickening of the intima. The process in the 
large arteries starts with an inflammatory oedema and 
damage of the intima. The cells of the intima become 
necrotic. Fibrin is deposited from the protein-rich 
fluid, partly in the tissues and partly on the surface of 
the cushions of the intima (‘‘ pseudomembrane’’). 
Thus the serous interstitial inflammation becomes a 
“fibrinous interstitial inflammation’. Deposits of 
“ fibrinoid ”’ occur also in atherosclerosis, but the changes 
are less noticeable because of lipoidosis. A sharp 
distinction between thrombo-angiitis obliterans and’ 
atherosclerosis cannot be made histologically. 

O. Neubauer 


1640. Histological Findings in the Tonsils and Peri- 
tonsillar Tissue in Malignant Diphtheria. (Histologische 
Befunde an Tonsillen und peritonsillarem Gewebe bei 
maligner Diphtherie) 

U. Htun. Virchows Archiv fiir Pathologische Anatomie 
[Virchows Arch.] 314, 639-654, Oct. 8, 1947. 6 figs., 
20 refs. 


In addition to changes in the mucous glands necrotic 
destruction of the peritonsillar muscles were found in 
all 22 cases of malignant diphtheria examined, as well as 
destruction of all cells of the tonsillar follicles, with 
many giant cells in the crypts and follicles. These 
necroses are explained by a local action of the diphtheria 
toxin and by an alteration in the blood vessels, thrombotic 
obliteration leading to a deficient supply of oxygen. 
Twenty control cases of mild diphtheria showed only 
trivial changes in the muscles. A general tendency in 
diphtheria to production of giant cells is suggested, 
caused by a disharmony between the function of nuclei 
and protoplasm due to the diphtheria toxin. 

O. Neubauer 
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1641. The Resorption of Arterial Atheromatous Deposits 
in Wasting Disease 

S. L. Wiens. American Journal of Pathology {Amer. J. 
Path.] 23, 793-804, Sept., 1947. 1 fig., 11 refs. 


It is well known that experimental atheroma produced 
in rabbits by cholesterol feeding is reversible. In this 
paper an attempt is made to show that atheroma in 
human beings can, in certain circumstances, behave 
similarly to some extent. 

At necropsy the aorta and coronary arteries of 104 
patients between the ages of 40 and 60 were studied. 
The amount of weight the patient had lost and the dura- 
tion of wasting were known in each case. The standards 
of “‘ nutrition ’’ used were described in a previous paper 
(Arch. intern. Med., 1947, 79, 129). The degree of 
atheroma was classed as minimal, mild, moderate, or. 
severe, according to the appearances in photographic 
slides of the aortae and coronary arteries. Histological 
examination of sections fixed in Zenker’s fluid and stained 
by haematoxylin and eosin and for lipids was also carried 
out, and, although random sections give a totally inade- 
quate picture of atherosclerosis as a whole, the general 
appearances supported the macroscopical observations. 

The results are recorded in tables in which terminal 
weight loss and nutrition are compared with the degree 
of atherosclerosis, with visible intimal lipoid deposits, 
and with the presence of hyalinized and calcified plaques, 
both in the aorta and in the coronary arteries. They 
indicate quite clearly that there is a high incidence of 
atheromatous lesions at necropsy in obese persons; 
which is not seen in those who have suffered a terminal 
weight loss. The severity of atheroma also is greater 
in the well-nourished group than in those with wasting. 

[This article is essentially a comparative study of 
atheromatous lesions in well-nourished subjects and in 
those with terminal wasting. It is obvious that strictly 
controlled observations on experimental atheroma in 
man are quite impossible, and the author infers, probably 
quite justifiably from his studies, that resorption of 
previously formed atheromatous deposits can occur in 
patients who suffer from terminal weight loss, and that 
this degree of reversibility holds true mainly for the lipoid 
deposits. ] R. B. T. Baldwin 


CLINICAL PATHOLOGY 


1642. Zinc Sulphate Flotation of Faeces 

R. Etspon-Dew. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.] 41, 213-216, Oct., 1947. 1 fig., 1 ref. 


The zinc sulphate flotation technique for the con- 
centration of ova and cysts in faeces (Faust et al., 1938) 
is as follows. A sieved specimen the size of a walnut is 
repeatedly washed by centrifugation until the super- 
natant fluid is clear. The sediment is then re-suspended 
in a zinc-sulphate solution of specific gravity 1-18 and 
again centrifuged; the top layers are transferred to a 
slide, mixed with iodine, covered, and examined. The 
required density should be obtained with 186-6 g. per 
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litre of anhydrous ZnSO,, or 333 g. per litre of ZnSO,, 
7H,O, but it is advisable to determine the specific gravity. 

In 1,539 specimens, mostly from cases of suspected 
amoebiasis, this technique was compared with a direct 
faecal film. A considerable increase in positive results 
was obtained with most intestinal parasites and protozoal 
cysts. Thus, with Entamoeba histolytica, Bact. coli, 
E. nana, and lIodamoeba biitschlii, the ratio 


percentage positive results with flotation technique 
_ percentage positive results with direct film 

was 175-5, 170-6, 315-2, and 577-8 respectively; with 
Giardia lamblia and Chilomastix mesnili, 500, and 300; 
with Ascaris lumbricoides, Trichuris trichiura, and Ancylo- 
stoma, 122-8, 201-9, and 538-2. The ova of Taenia and 
Schistosoma mansoni did not float well, but could often 
be found in the sediment after the final spinning. This 
method should only be used, however, as an adjunct to 
the direct film examination, which reveals the tropho- 
zoites in addition. J. L. Markson 


1643. Effect of Tyrosine, Tryptophane, and Thiouracil 
on Melanuria 

A. G. Waite. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.} 32, 1254-1257, Oct., 1947. 
2 figs., 10 refs. 


The urinary melanogen was estimated by a modified 
Thormahlen reaction in a patient with melanosarcoma 
and widespread metastases. Feeding of tyrosine or of 
tryptophan resulted in small increase in urinary 
melanogen. After 0-6 g. thiouracil daily the patient’s 
urine lightened from a brownish black to a normal 
colour which did not darken on standing. It is suggested 
that tyrosinase activity was inhibited in the tumour cells. 

Marjorie Le Vay 


1644. Examination of Diodrast Clearance and Tubular 
Excretory Capacity in Man by Means of Two Single 
Injections of Diodrast (Umbradil). [In English] 

B. JOSEPHSON. Acta Medica Scandinavica [Acta med. 
scand.) 128, 515-537, Sept. 22, 1947. 5 figs., 22 refs. 


A method of testing renal function is described based 
on changes of the plasma and urine concentration of 
“* diodrast ’’ after one intragluteal and one intravenous 
injection, combined with a clearance test of creatinine 
and inulin. The complete procedure lasts about 2 to 3 
hours and consists in giving 3 g. of creatinine in 1,000 ml. 
or more of water by mouth, followed 20 minutes later by 
a withdrawal of blood and a slow intravenous injection 
of 100 ml. of 10% inulin; 10 minutes later 20 ml. of 35% 
diodrast is given slowly intramuscularly (10 ml. only, 
where the kidney function is expected to be poor), and 
30 minutes afterwards the bladder is catheterized and 
rinsed twice with sterile saline. In another 10 minutes 
blood is withdrawn with heparin, and 10 minutes later 
(80 minutes from the start) a further urine specimen is 
obtained with subsequent rinsing, and so forth, until 
120 minutes from the start, when 40 ml. of 35% diodrast 
is given slowly intravenously (20 ml. in the case of 


expected poor kidney function). Afterwards at 15. 
minute intervals the bladder is emptied and blood with- 
drawn midway between two catheterizations until the 
end of the investigation (180 minutes from the start), 
The blood and urine samples were examined for inulin, 
diodrast, and creatinine, and the blood for its albumin 
and globulin concentrations and its haematocrit values, 
In order to obtain reliable and comparable results eight 
or more venepunctures are necessary. In healthy 
subjects as well as in those with impaired renal function 
a certain delay in reaching the maximal plasma concentra- 
tion of diodrast was noticed. The author, in conformity 
with the observations and analyses of other workers in 
the same field, finds it difficult to explain the delay, 
Obviously the diodrast is either stored for a certain 
length of time extravascularly, possibly in the skin, or 
reabsorbed from the tubules, or its passage through the 
tubules encounters some still hypothetical and unexplained 
difficulties. There is evidence that in the healthy 
individual the maximal tubular excretion capacity is 
proportional to the amount of functioning tubular tissue. 
L. H. Worth 


1645. The Diagnosis of Pancreatic Disease by Enzyme 
Tests 

L. M. Morrison. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.) 32, 1107-1114, Sept., 1947. 
34 refs. 


Specimens of duodenal contents were examined for 


proteinase, amylase, and lipase in fasting subjects and . 


after the introduction of olive oil. In 6 cases of pan- 
creatic carcinoma or cirrhosis these enzymes were con- 
sistently absent or were present only in traces. In 8 
normal subjects the enzymes were occasionally but never 
repeatedly absent. In patients with non-organic diges- 
tive disturbances, or organic disease of the upper gastro- 
intestinal tract, the findings were not diagnostic. In 
10 patients with “chronic low-grade or moderate 
inflammation of the pancreas as revealed at operation ” 
the enzyme content was not abnormal. 
Marjorie Le Vay 


1646. Coagulation Time of Blood Heparinized in vitro: 
Correlation of Results with those of the Heparin Tolerance 
Test 

A. B. HAGeporN and N. W. Barker. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 32, 
1087-1089, Sept., 1947. 3 refs. 


The coagulation time of 1 ml. of blood added to 
0-005 mg. of heparin in 0-5 ml. of saline was compared 
at the Mayo Clinic with the coagulation time of fresh 
blood from the same patients 10 minutes after the intra- 
venous injection of 25 mg. of heparin—that is, with the 
same concentration of heparin in vivo, assuming a blood 
volume of 5 litres and disregarding the saline. Of 26 
normal subjects and 19 cases of thrombosis the coagula- 
tion time by these two methods closely agreed in 35; 
in the other 10 cases there was a difference of over 
10 minutes. Marjorie Le Vay 


Microbiology 


VIRUSES 


1647. Mechanisms of Infection and Immunity in Virus 
Diseases of Man 

T. Francis. Bacteriological Reviews [Bact. Rev.] 11, 
147-156, Sept., 1947. 


Regardless of the biological level of a parasite, multi- 
cellular, bacterial, or viral, the responses of the animal 
host are much the same. A number of features formerly 
said to differentiate reactions to viruses from those due 
to other infectious agents have fallen away or have 
required sharp limitations. These include the concept 
that permanent immunity is uniform; that antibodies 
can be elicited only in a fully susceptible animal; that 
serological reactions such as precipitation, complement 
fixation, and agglutination are essentially directed against 
components of infected tissues of the host rather than to 
the virus moiety; that immunity can be obtained only 
by active infection. 

Virus infections may be grouped into (1) those where 
virus persists but immunity does not; (2) those in which 
immunity persists and evidence indicates that virus does 
not; (3) those in which neither immunity nor virus 
persists. Antibodies are effective in virus immunity 
according to the invasive mechanism involved, the type 
of parasitism, and the availability of antibody at the portal 
at which virus enters the body. In poliomyelitis, anti- 
body may be present in the serum but net in the central 
nervous system, which is therefore vulnerable. 

G. M. Findlay 


1648. Simplified Techniques for Inoculating Chick 
Embryos and a Means of Avoiding Egg White in Vaccines 
W. I. B. BevertpGe. Science [Science] 106, 324-325, 
Oct. 3, 1947. 1 ref. 


Methods of egg inoculation which avoid the use of a 
dental drill are described. For inoculation of the chorio- 
allantoic membrane a hole 10 by 4 mm. is made with 
scissors over the margin of the air sac and overlapping 
the chorio-allantois. The shell membrane is torn so as 
to expose the chorio-allantois; the egg is then tilted 
downwards so that the membrane drops, and an artificial 
air space is created above it. The inoculation is then 
made, and the hole in the egg-shell sealed with adhesive 
tape. 

For amniotic inoculation the procedure is similar, 
except that the hole does not overlap the chorio-allantois. 
The incision is made through shell membrane and chorio- 
allantois, and the amnion is grasped with forceps and 
inoculated. The author recommends that eggs used for 
producing vaccines should be incubated with the air 
space upwards. If this is done the white always sinks to 
the bottom and cannot contaminate embryo and chorio- 
allantoic fluid. : 


[Most virus workers have their own methods of inocu- 
lating eggs without having recourse to a dental drill. 
Thus Burnet’s method of chorio-allantoic inoculation 
can be carried out very easily by cutting a triangular flap, 
with sides 1 cm. long, by means of an ampoule file and 
hinging it back with the aid ofa pin. After the inocula- 
tion has been made the flap is replaced and sealed with 
paraffin wax. There are doubtless many other variants 
in use.] D. J. Bauer 


1649. The Susceptibility of Infant Rhesus Monkeys to 
Poliomyelitis Virus Administered by Mouth. A Study of 
the Distribution of Virus in the Tissues of Orally Infected 
Animals 

D. M. HorsTMann, J. L. MELNICK, R. WARD, and M. J. 
SA Fietras. Journal of Experimental Medicine [J. exp. 
Med.) 86, 309-323, Oct. 1, 1947. 2 figs., 42 refs. 


The ‘authors review previous observations on the 
susceptibility of monkeys to oral and intestinal infection 
with poliomyelitis virus. In view of the apparent 
resistance of young or adult rhesus monkeys to oral 
infection, the susceptibility of infant rhesus (Macaca 
mulatta) monkeys was tested. To obviate entry of virus 
by the olfactory tracts, the nasal mucosa was sprayed 
with zinc sulphate. The monkeys were infected orally 
by adding virus to milk or bananas. Two out of 7 
infant rhesus monkeys developed paralytic infection after 
being fed virus. The two strains producing this result 
were the rodent-adapted Ph (Middle East) and the Y-SK. 
The monkeys were killed as soon as the diagnosis was 
clear, and various tissues were separately removed for 
titration tests in monkeys, mice, and cotton-rats. 

From the monkey infected with the strain Ph, virus was 
recovered from spinal cord, superficial lymph nodes, 
buccal mucosa, small intestinal wall, colonic content, 
heart muscle, spleen, and adrenals. No virus was found 
in blood, pharyngeal wall, mesenteric lymph nodes, 
coeliac plexus, liver, kidney, or lungs. As regards the 
monkey infected with Y-SK, although extensive lesions 
were found in the cord and medulla, virus could not be 
recovered from any tissue, including spinal cord and stool. 
These experiments suggest that even the baby rhesus 
monkey is relatively resistant to virus administered orally. 

. A. J. Rhodes 


1650. The Neutralization of the Mouse-adapted Lansing 
Strain of Poliomyelitis Virus by the Serum of Patients and 
Contacts 

G. C. BRowN and T. Francis. Journal of Immunology 
[J. Immunol.] 57, 1-10, Sept., 1947. 1 fig., 12 refs. 


The purpose of this paper is to report the results of 
neutralization tests on human sera carried out by inject- 
ing mice intracerebrally with the mouse-adapted Lansing 
strain of poliomyelitis virus. 
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A total of 287 sera from acute cases in seven areas were 
tested over a period of 4 years; 101 (35%) contained 
neutralizing antibodies. The average age of those having 
positive sera was 11-8 years as compared with 8-8 years 
for those with negative sera. Antibodies were present 
in the sera of 6 out of 39 patients aged 0 to 4, 28 out of 
95 between 5 and 9, 40 out of 100 between 10 and 14, 
and 20 out of 38 aged 15 to 19 years. 

Sera were obtained during convalescence from 74 
(26%) patients from 6 weeks to 1 year after onset. Of 
this number 39 (52%) had antibodies in the acute stage: 
in convalescence 19 showed the same titre, 17 showed a 
decrease, and only 3 had a higher titre. Sera were 
obtained from 52 healthy persons closely associated with 
recognized cases; of these 38 (73°%) contained neutralizing 
antibodies. 

The percentage of persons showing neutralizing anti- 
bodies varied considerably from one epidemic area to 
another. The authors suggest that this may be due to 
varying degrees of exposure to the Lansing virus, which 
is presumably not evenly distributed over the country. 

[The significance of these findings cannot be fully 
assessed until more is known of the antigenic relationship 
of the Lansing mouse-adapted virus to strains freshly 
isolated from human cases. It is not yet clear whether 
serum virus-neutralization tests in mice can be used as 
an epidemiological “* tool ”’.] A. J. Rhodes 


1651. Morphology of B. megatherium Bacteriophage 
T. A. MCLAUCHLAN, E. M. CLARK, and F. W. BOSWELL. 
Nature [Nature, Lond.| 160, 755-756, Nov. 29, 1947. 
1 fig., 5 refs. 


Two Bacillus megatherium bacteriophages isolated from 
sewage have been described. The authors investigated 
the morphology of one of these (phage No. 1). A titre 
of 10~® was first obtained by serial propagation on agar 
and in broth alternately. This suspension was then 
deposited in an angle centrifuge. Electron microscope 
mounts of the deposits were prepared and chromium 
shadow preparations made. The phage was found to 
be sperm-shaped, like T, coliphage and Salmonella 
pullorum phage. It is, however, large, with a flat undu- 
lating tail. The head is 100 my. in diameter and 40 my. 
long; the tail is 260 mp. long and 40 mp. wide. [In 
the text the measurements are given in yz rather than my.] 

G. T. L. Archer 


BACTERIA 


1652. X-Ray Induced Mutations in Dried Bacteria 

P. Devi, G. Pontecorvo, and C. HIGGINBOTTOM. 
Nature (Nature, Lond.] 160, 503-504, Oct. 11, 1947. 
9 refs. 


X-ray irradiation of a strain of Bacterium aerogenes 
produced mutants at rates of up to 1%. Irradiation of 
bacteria preserved in the dry state was effective, showing 
that it is not necessary for organisms to be in active 
division for mutation to be induced. Mutants differed 
in having some additional nutritional requirement, 
presumably owing to the mutant having lost the ability 


to perform one step in the synthesis of an essential 
metabolite. A high proportion of the mutants were of 
the “‘ adaptable’ type. Whereas a non-adaptable 
mutant would never grow in a medium of glucose and 
inorganic salts without the addition of a particular 
nutrient, an “ adaptable’ mutant would grow after a 
lag of some 24 hours. In the mutant an enzyme system 
may be changed or suppressed, allowing an alternative 
enzyme system to function; alternatively, a gene may be 
inactivated which normally controlled the rate of growth 
of a plasmagene identical with, or a precursor of, the 
enzyme. It may be possible to discover whether adapta- 
bility is a property of the enzyme or of the cell producing 
the enzyme. D. G. ff. Edward 


1653. Bacteriostatic and Bactericidal Properties of the 
Fatty Acids of Cod-liver Oil and of its Distillate. (Sur 
les propriétés bactériostatiques et bactéricides des acides 
gras de Il’huile de foie de morue et de son distillat) 

J. Sotomipés. Presse Médicale [Pr. méd.| 55, 719-720, 
Oct. 25, 1947. 12 refs. 


A short review of the relevant literature on the subject 
is followed by a brief account of the author’s experiments 
with various types of oils—of vegetable, animal, and 
mineral origin—and their effect on Mycobacterium 
tuberculosis. The application of cod-liver oil alone to 
potato cultures of M. tuberculosis killed the micro- 
organism. Further researches indicated that one or 
more bactericidal principle is present in the fatty acid 
fraction of cod-liver oil. The alkaline soaps of this 
fraction were found to be capable [under certain unspeci- 
fied conditions] of inhibiting the development of Staphy- 
lococcus aureus, Pneumococcus, and Streptococcus in very 
high dilutions, such as 1 in 9x 10° to 1 in 9x 10°; in the 
case of M. tuberculosis a similar effect was produced in 
glycerin-broth cultures in a dilution of 1 in 5x 10*. A 
distillate of cod-liver oil obtained at 180°C. was also 
found to possess strong bactericidal power against 
M. tuberculosis, whereas an alcoholic emulsion of the 
same distillate was proved to have bacteriostatic power 
in as high a dilution as 1 in 10*. Further, in vivo experi- 
ments on tuberculous animals have been undertaken to 
ascertain to what extent these substances can influence the 
course of experimental tuberculosis in the guinea-pig. 

H. P. Fox 


1654. Growth Inhibition of Bacteria by Synthetic Pterins. 
Il. Studies with Escherichia coli, Staphylococcus 
aureus, and Lactobacillus arabinosus Showing Syner- 
gism between Pterin and Sulfonamide 

L. J. DaNieL and L. C. Norris. Journal of Biological 
Chemistry [J. biol. Chem.] 170, 747-756, Oct., 1947. 
7 refs. 


Studies were made of the growth inhibition of certain 
bacteria by five synthetic pterins—2,4-diamino-6,7- 
dimethylpyrimido(4,5-b)-pyrazine (I); 2-4-diamino-6,7- 
dicarboxypyrimido(4,5-b)-pyrazine (II); 2,4-diamino-7- 
carboxypyrimido(4,5-b)-pyrazine (III); 2,4-diamino-6,7- 
diphenylpyrimido(4,5-b)-pyrazine (IV); and 2,4-diamino- 
pyrimido(4,5-b)-pyrazine (V)—particularly with respect 


— 
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to their synergistic effect with a sulphonamide. Added 
alone, I and IV were most effective in inhibiting growth 
of Bacterium coli and Staphylococcus aureus. The addi- 
tion of subeffective concentrations of pterin and a 
sulphonamide resulted in almost complete inhibition of 
growth. II, III, and V had little inhibiting effect on 
Bact. coli, with or without sulphonamides, but a syner- 
gistic effect with a sulphonamide was shown against 
Staph. aureus. Lactobacillus arabinosus was resistant to 
sulphonamides alone, though synergistic inhibition was 
observed with pterins, IV being most active. The 
synergistic effect was reversed by very small amounts of 
p-aminobenzoic acid. All these inhibitory effects were 
antagonized by folic acid. The antagonism was competi- 
tive with the synergistic effect regardless of whether the 
concentration of a sulphonamide or pterin was varied, 
but was non-competitive when pterin or a sulphonamide 
was used alone. The possible use of pterins in con- 
junction with sulphonamide therapy is discussed. 
P. B. Marshall 


1655. The Serology of the Coli Group 
F. KAUFFMANN. Journal of Immunology [J. Immunol.] 
57, 71-100, Sept., 1947. 28 refs. 


The serology of the coli group has until recently been 
confused, but the recognition of various antigens masking 
somatic agglutinability has led the way to its clarification. 
The following antigens are concerned:- 


I. “K” antigens interfere with somatic agglutinability 
and comprise: (1) The ‘“‘L” thermolabile envelope or 
surface antigens which are serologically heterogeneous, are 
not usually associated with true capsules, are present in 
most strains from pathological material, and are the cause 
of about 80% of “‘O” inagglutinability. “‘ L+ ’’ (opaque) 
and *“* L— ” (clear) colonies of the same strain may occur, 
but “‘ L— ” variation in freshly isolated cultures from patho- 
logical material is rare. L+ strains are more toxic than L—, 
and L antibodies are protective. (L antigens largely resemble 
Vi antigen of Salmonella typhi, except that the antibody- 
binding capacity of the latter is not destroyed at 100° C.) 
(2) The ‘“‘A’”’ thermostable type-specific capsular poly- 
saccharide antigens are responsible for about 20% of ““O”’ 
inagglutinability. Agglutinability is mot destroyed at 
100° C. or by treatment with hydrochloric acid, a temperature 
of 120°C. for 2 hours being necessary to break down O 
inagglutinability of A forms. Capsular swelling occurs in 
the presence of homologous antiserum. A-containing 
cultures are denser and more voluminous on solid media, 
and the colonies are whitish and opaque. Other greyish 
translucent N ’’-form colonies naked’ or deficient in 
A antigens) also arise. (3) ‘“‘B’’ envelope or surface 
antigens which are thermolabile, but are thermostable as 
regards their binding capacity for antibody. Hence anti-B 
serum cannot be prepared by absorption with the heated 
homologous OB strain. 

Il. “OO” antigens—A large number exist. Those 
occurring in the more common O groups show (with the 
exception of groups 4 and 18) only négligible overlapping, so 
that the preparation of factor sera by absorption is not 
necessary; 25 sera are used for type identification. 

Ill. “‘H”’ antigens.—Three, all monophasic, with little 
overlapping are described. 


O sera are prepared by using broth cultures of L or B 
Strains after heating for 24 hours at 100° C. to destroy 
L,B,andH. ‘ A”’ strains must be used in the acapsular 
form. Tests are carried out in tubes on suspensions 
heated to 120° C., boiled, or acapsular. L antigens are 
demonstrated with OL sera (produced by inoculation of 


living cultures from agar) absorbed with washed boiled 
(2 hours) organisms, acting on 20-hour agar.cultures 
(which do not show H agglutination) in tubes read after 
2 hours at 37°C. and 20 hours at room temperature. 
Agglutination is granular and of low titre. If the strain 
is completely O-insensitive, slide agglutination with 
unabsorbed OL serum may beemployed. For A antigens, 
if the strain is completely O-insensitive, unabsorbed OA 
serum may be used; capsular swelling may. also be 
observed. To obtain pure A antibodies absorption with 
acapsular A forms or L forms of the same O group is 
required. B antigens are demonstrated by similar 
methods. For the best development of K antigens the 
media should contain 0-1 to 0-:2% glucose. Plates 
should be fresh, thick, and soft, and not too dry. 

Cultures for use as H antigens in vitro and in vivo 
must be passed through soft agar U-tubes until the 
inoculum on one side rapidly reaches the surface on the 
other arm. Tests are carried out at 50° C. and read in 
2 hours. 

By examination on these lines 25 groups characterized 
by the presence of O antigens are defined. These groups 
are divided into types on the basis of K antigens (L, B, A, 
or undetermined) and H antigens present. The results 
are presented in a table. The following points are noted: 
L antigens are rare in groups 8 and 9. They are more 
common in strains from pathological material than from 
faeces; the former also tend to be less heterogeneous, 
the coli flora from normal persons being serologically 
diverse and varying. ‘“‘A”’ antigens are found mainly 
in O groups 8 and 9. Serological examination of 
non-lactose-fermenting strains showed that a high pro- 
portion of these fell into coli O groups, as also did 
citrate-positive and Voges—Proskauer-positive strains. 
It is suggested that classification on a cultural basis 
should be abandoned. Necrosing effects and haemolytic 
properties are frequently associated and are found 
particularly in O groups 2, 4, and 6 possessing L antigens: 
necrosing strains were found in a higher percentage of 
cases of gangrenous appendicitis than in normal or less 
acutely affected appendices. The presence of K antigens 
is associated with resistance to ‘* defensive forces of the 
organism and to bacteriophages ”’. G. T. L. Archer 


1656. Gram-negative Diplo-Bacilli from the Genito- 
urinary tract. [In English] 

S. D. HenriKsEN. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 24, 184-197, 
1947. 10 figs., 8 refs. 


The strains of bacilli investigated were obtained from 
swabs sent for examination for gonococci from both 
males and females. In 1 case a strain was obtained from 
pus from an epidural abscess. The object was to study 
those organisms which resembled gonococci sufficiently 
to be regarded with suspicion, but which on closer. 
observation were found to consist of Gram-negative 
rods. Some strains were oxidase-positive, others 
negative. 

Nineteen strains were investigated. Five were indis- 
tinguishable from Haemophilus influenzae, a sixth con- 
sisted of cocci showing mucoid colonies and marked 
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haemolysis on blood agar, while a seventh could not be 
identified with certainty. The remaining 12 strains are 
the subject of this paper. Nine of the strains were 
oxidase-positive. They appeared as short rods and 
diplobacilli measuring about 1 to 2 ~x2 to 3 pw. The 
proportion of bacillary to coccoid forms differed with 
the various strains, and some were markedly pleomorphic. 
After 24 hours’ growth (on Reymann’s chocolate agar, 
which is similar to McLeod’s medium) the colonies 
resembled those of the gonococcus, but were more 
greyish-white in colour, and after 48 hours and in sub- 
culture grew more quickly. Growth was obtained on 
all the usual media, with or without 10% carbon dioxide, 
though the organisms were extremely sensitive to drying. 
Anaerobically, growth was slow and poor. None of 
the usual sugars or alcohols in peptone water or in an 
ascitic agar base were fermented. Mice were unaffected 
by large doses of each strain intraperitoneally. Serologic- 
ally, 4 of the strains gave marked cross-reactions in a 
complement-fixation test with an immune serum against 
one of the strains. The author proposes to name these 
strains Diplococcus variabilis, considering them to be 
allied to organisms of the Morax-Axenfeld type. 

The 3 remaining strains were oxidase-negative. In 
general they were similar to the first nine strains, apart 
from the oxidase reaction and one or two other points. 
The author considers that they are in any case closely 
related to his new Diplococcus genus. R. B. Lucas 


1657. Alcohol as a Disinfectant Against the Tubercle 
Bacillus 

C. R. SmitH. Public Health Reports [Publ. Rep., 
Wash.] 62, 1285-1295, Sept. 5, 1947. 10 refs. 


The author reviews previous work on the efficiency of 
alcohol as a disinfectant, particularly against the tubercle 
bacillus. Water is essential to the disinfectant action of 
ethyl alcohol; the optimum strength appears to be 
50 to 70%. The germicidal effectiveness of aliphatic 
alcohols increases with molecular weight as far as the amyl 
derivatives and then decreases through octyl to undecyl 
alcohol. Normal propyl alcohol is the most effective. 

It had previously been found that: (a) Alcohol is 
effective against vegetative bacteria in 1 to 5 minutes but 
has no effect on spores. (6) The germicidal action of 
alcohol is directly proportional to its percentage con- 
centration. (c) Dry bacteria are less easily killed. 
(d) The dehydrating effect of alcohols in high concentra- 
tions seems to make penetration of bacteria more 
difficult. (e) Protein and pus increase the disinfection 
time of alcohol somewhat. (/) The bactericidal power 
of alcohol is directly proportional to the temperature and 
is also increased by the presence of small amounts of 
acids, alkalis, and salts. 

The author undertook experiments to determine the 
effect of various dilutions of ethyl and isopropyl alcohol 
on wet and dry tubercle bacilli. Suspensions of a viru- 
lent human strain of tubercle bacillus (designated 88) 
containing 0-1 mg. of bacilli in 0-1 ml. of a one-tenth 
dilution of negative sputum in water were added to 
0-9 ml. of alcohols of various strengths.’ After varying 
times, the action of the alcohol was stopped by dilution 


with water. Subsequent viability of the bacilli wags 
tested by culture on Petragnani’s medium and by 
guinea-pig inoculation. Experiments were also per. 
formed with 0-1 mg. of tubercle bacilli in 0-1 ml. of one. 
half dilution of negative sputum in water added to 9-9 mi, 
of each of the range of alcohol concentrations, and with 
1 mg. of tubercle bacilli in 1 ml. of water added to 99 ml, 
of the alcohols. In all these tests absolute and 95% 
alcohol rendered the suspensions negative to culture and 
inoculation in 30 seconds; 70% alcohol was effective in 
1 minute, and 50% alcohol in from 1 minute to between 
5 and 10 minutes; 30% was relatively ineffective. 

A second series of experiments dealt with the effect of 
alcohol on dried-sputum smears and on smears dried 
from water suspensions. After treatment with alcohol 
the smears were removed from the coverslips by dilute 
sodium hydroxide, and the resulting sediment was 
cultured and inoculated. Here the higher strengths of 
alcohol were relatively inactive and the middle strengths 
most active; 50% alcohol killed in 4 minute to 5 minutes, 
70% in 4 minute to 10 minutes. The effect of isopropyl 
alcohol on sputum smears was found to parallel that of 
ethyl alcohol in the upper and middle strengths, but to 
surpass it in the lower strengths, the most effective range 
being from 30 to 80%. 

It is concluded that both ethyl and isopropyl alcohols 
are useful and practicable disinfectants against the 
tubercle bacillus and that they are specially suitable for 
skin disinfection. They are also suitable for thermo- 
meters and for surfaces, dishes, and handicraft articles 
which might be damaged by other methods of disinfec- 
tion. Some plastics, painted and varnished surfaces, 
and some fabrics and dyes, may be damaged by alcohol, 
and in thoracoscopes and cystoscopes the lens systems 
may be held in position by alcohol-soluble cements and 
so be liable to harm. R. J. Lumsden 


1658. Observations on the Acid-Fastness of Tubercle 
Bacilli. (Beobachtungen iiber die Saurefestigkeit der 
Tuberkelbazillen) 

E. Saxer. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie [Schweiz. Z. Path. Bakt.] 10, 398-402, 
1947. 3 figs. 


Experiments designed to examine the resistance of 
tubercle bacilli to acids showed that the subsequent 
growth of tubercle bacilli on Petragnani’s medium left 
for up to 3 hours in 10% HCl was in no way impaired 
and only very slightly retarded. R. Salm 


1659. Improvement of the Diagnosis of Tuberculosis by 
Guinea-pig Inoculation. (Amélioration du __bactério- 
diagnostic de la TBC par l’inoculation au cobaye) 

V. Bapoux. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie |Schweiz. Z. Path. Bakt.] 10, 470-479, 
1947. 14 refs. 


A review is made of technical details of guinea-pig 
inoculation in the diagnosis of tuberculosis and a plea 
is entered for basing a report always on results in 2 
guinea-pigs. The material sent should be kept and used 
to inoculate 1 or 2 additional guinea-pigs, should 1 or both 
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of the originally inoculated animals die prematurely. 
The author claims an increase of 4-76% positive results 
since he has used 2 animals for every test. R. Salm 


1660. The Growth of H. pertussis on Media without 
Blood 

M. R. Poxtock. British Journal of Experimental 
Pathology (Brit. J. exp. Path.) 28, 295-307, Aug., 1947. 
8 figs., 24 refs. 


The growth-promoting effect of blood on cultures of 
Haemophilus pertussis was found to be due to its power 
to absorb substances toxic to the organism. The toxic 
substances were believed to be unsaturated fatty acids. 
Albumin, charcoal, and starch were also effective in 
removing the inhibitory effects, and H. pertussis grew 
well in the absence of blood if one of these substances 
was present. The treatment of broth with charcoal 
followed by removal of the latter was not sufficient to 
promote growth, and some at least of the inhibitory 
substance was produced by the bacterial cells themselves. 

J. B. Duguid 


1661. Mechanism of Pneumococcus Infection in Mice. 
[In English] 

E. Morcu. Acta Pathologica et Microbiologica Scandi- 
navica [Acta path. microbiol. scand.] 24, 169-180, 1947. 
3 refs. 


The experiments described were suggested by some 
results obtained during the course of routine testing in 
the diagnosis of pneumococcal infections. During 
1945-6 a number of mice were inoculated with sputum. 
Of these mice, 2,563 were still alive on the fourth day 
after injection, and were killed at this time as a routine. 
From 133 (5:2%) of these animals a growth of pneu- 
mococci was obtained. These positive cultures included 
not only types of relatively low virulence but also such 
virulent types as 1, 2, and 3. 

To amplify this observation, 25 mice were inoculated 
intraperitoneally with 0-5 ml. of a 16-hour serum-broth 
culture of pneumococcus type 12, diluted to 1 in 10,000. 
Six mice died on the second day and 3 on the third. 
Thereafter the animals died more or less singly up to the 
thirtieth day. Three mice were still alive on the thirty- 
fifth day, when they were killed. No pneumococci 
were obtained from the latter animals, though all the 
mice that had died gave positive cultures. A further 
experiment on 25 mice was carried out with a similar 
inoculum. All surviving mice were killed on the seventh 
day. Cultures were made from lungs, heart blood, 
peritoneum, liver, spleen, and mesenteric lymph nodes. 
A growth of pneumococcus was obtained from all these 
sources in the case of animals which had died or had 
been killed when sick; while of the 15 mice apparently 
well on the seventh day no growth was obtained from 8, 
3 gave growth from all the sources, and 4 gave only a 
scanty growth from a few organs, mainly the liver and 
the spleen. 

In order to investigate the question of septicaemia 50 
mice were inoculated as in the previous experiments. 
Cultures were made from the tail blood at 1- or 2-day 


intervals. Every day for the first day and thereafter at | 


2-day intervals, 3 mice were killed and cultures made from 
heart blood, peritoneum, mesenteric lymph nodes, and 
great omentum. The results showed that positive 
cultures are obtained far more frequently from heart 
blood than from tail blood, and also that both heart 
blood and tail blood might yield no growth while 
positive results could be obtained from the organs. 
This was found especially in the case of mice which re- 
mained apparently well. Those that died always showed 
positive heart-blood cultures. Also, in the case of the 
mice apparently well, the organs which most frequently 
gave positive cultures, even though the result of heart- 
blood culture might be negative, were omentum and 
mesenteric node. The author concludes that mice 
inoculated with pneumococci may remain apparently 
well for up to 30 days and still have a latent pneumococcal 
infection. After intraperitoneal inoculation the omentum 
and mesenteric nodes may constitute foci of infection. 
Twelve mice were inoculated intravenously with 0-5 ml. 
of a 6-hour serum-broth culture of pneumococcus type 
12 diluted 1 in 10,000. The animals were killed 1, 3, 6, 
and 24 hours after injection, 3 mice at a time. Cultures 
were made as in the previous experiments, the spleen 
now being cultured in addition. In the 1-hour animals, 
a few organisms were still present in the blood and there 
were rather more in the liver; organisms were most 


numerous in the spleen. Only a few organisms were — 


present in the omentum and mesenteric nodes. After 


°3 hours the organisms had disappeared from the blood 


stream, and were present in lesser amounts in the liver 
and spleen. After 6 hours a few organisms were present 
in the blood again and there were a few in the liver, but 
abundant growths were obtained from the spleen. After 
24 hours 1 mouse yielded no positive cultures from the 
blood or any of the organs, another gave positive 
cultures from all organs examined except the peritoneum, 
while the third gave heavy growths in all cultures. 
From this somewhat attenuated experiment the author: 
concludes that after intravenous inoculation with pneu- 
mococci the spleen, and to some extent the liver, act as. 
foci of infection. R. B. Lucas 


1662. The Epidemiological and Practical Importance of 
a Natural Antagonism between Staphylococcus and 
Corynebacterium diphtheriae. (Intérét épidémio- 
logique and pratique d’un antagonisme naturel du. 
staphylococque vis-a-vis du bacille de Loeffler) 

P. Lespre and A. MERLE. Presse Médicale (Pr. méd.] 55,. 
719, Oct. 25, 1947. 5 refs. 


It was observed during an epidemic outbreak of diph- 


theria in Limoges that cases of the disease did not occur 


in the maternity section of the hospital, though the wards 
and inmates were exposed to infection both from within 
and from without. No carriers of Corynebacterium 
diphtheriae were found among the nursing mothers and 
personnel, but in 96% of cases the suspected material 
seeded on coagulated serum produced an abundant 
viscous growth of white staphylococci in a pure or 
dominant state. This result seemed to suggest that this. 


saprophyte has acquired in the C. diphtheriae-ridden. 
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environment antagonistic powers against the latter micro- 
organism. Further tests were therefore undertaken to 
find out whether this staphylococcus was capable of 
inhibiting the growth of C. diphtheriae in the known 
chronic carriers who failed to respond to the usual 
treatment. Apart from 4 cases, in which the effect was 
less pronounced than in the others, experiments showed 
that 3 or 4 irrigations, at 48-hour intervals, with 24-hour- 
old pure cultures of this staphylococcus were sufficient 
to achieve a complete elimination of C. diphtheriae in 
about 60 subjects. H. P. Fox 


1663. The Inimuaochemistry of Toxins and Toxoids. 
Ill. The Isolation and Characterization of Diphtherial 
Toxoid 

L. D. and S. J. BapGer. Jaurnal of 
Biological Chemistry [J. biol. Chem.] 170, 571-585, Oct., 
1947. 4 figs., 24 refs. 


The general method of isolation of diphtheria toxoid 
was as follows. One volume of crude toxoid was chilled 
to 1° C. and adjusted to the desired pH with ice-cold 
acetate buffer or acetic acid. The calculated amount 
of methanol (measured at —5° C. and chilled to —20° C.) 
was slowly added, with constant stirring, the temperature 
being kept at —S°C. or under. The mixture was 
maintained at —5° C. for 24 hours (— 10° C. for alcohol 
concentrations over 40%). The precipitate was removed 
in a refrigerated centrifuge at the same temperature, and 
washed once with methanol-buffer-water mixture of the 
same composition as that used for precipitation. The 
precipitate was dissolved to one-tenth or one-twentieth 
of the original toxoid volume with M/15 phosphate 
buffer, 7H 7-4. Thesolution was clarified by centrifuging 
at 4,000 revolutions a minute for 20 minutes at 1° C. and 
stored at —25° C. 

Diphtheria toxoid was quantitatively precipitated 
between pH 4-0 and 5-0 in 40% methanol at ionic strength 
0-09 and at —5°C. The highest concentration of nitro- 
gen in the precipitate was obtained between pH 4-9 and 
5-3. By repeating the precipitation technique five times 
the toxoid was separated as a homogeneous, water-soluble, 
simple protein with an electrophoretic mobility of 
8-1x 10-5 in “ veronal” buffer of 0-1 ionic strength at 
pH 8-6, and with a sedimentation constant of 4-6 Sved- 
berg units. The purified toxoid did not precipitate 
anti-Corynebacterium diphtheriae rabbit serum. It con- 
tained between 2,000 and 2,200 Lf (flocculation units) 
per mg. of nitrogen, and produced sharp flocculation of 
antitoxin with marked decrease in flocculation time 
compared with the crude toxoid. P. B. Marshall 


1664. Coproantibody Excretion during Enteric Infections 
P. E. HARRISON and J. BANVARD. Science [Science] 106, 
188-189, Aug. 29, 1947. 1 fig., 8 refs. 


It has been shown that antibodies appear in the faeces 
after infection with, or immunization against, intestinal 
pathogens (such as Vibrio cholerae) in animals, and also 
in immunized volunteers. The appearance, rise, and fall 
of these “ copro-antibodies *’ precede those of the serum 


antibodies. They are possibly intracellular antibodies 
transported to the bowe! by lymphocytes. 

The present paper records investigations carried out at 
Baylor University College of Medicine, Houston, Texas, 
demonstrating the presence of antibodies in: (1) the 
faeces from 38 cases of bacillary dysentery (both acute 
and chronic), though the causative organism was isolated 
in only 19; and in each of 5 cases of chronic ulcerative 
colitis, of which 3 were, however, also culture-positive: 
(2) the faeces from 46 of 49 cases of diarrhoea, 22 of 
which yielded Salmonella strains on culture. In a 
typical response in acute bacillary dysentery there was a 
comparatively high titre on the third day. By the time 
the serum antibodies had reached a similar level (the 
ninth day) the faecal antibodies were maximal. The 
titre of faecal antibodies then fell rapidly, being insigni- 
ficant about the twenty-fifth day, when that of serum 
antibodies was maximal. The excretion of faecal 
antibodies appears to be coincident with active phases 
of infection (leading to exacerbations of symptoms in the 
case of chronic disease). Their demonstration may be. 
diagnostically useful in the absence of positive culture, 
Results in cases of chronic ulcerative colitis are of in- 
terest with respect to views expressed on the relation of 
bacillary dysentery to this condition. G. 7. L. Archer 


IMMUNITY 


1665. Desensitization with a Synthetic Antihistamine: 
2-Phenylbenzylaminomethylimidazoline (“ Antistin ”’), 
(Expériences de désensibilitation avec un antihi§staminique 
de synthése, le 2-phényl-benzyl-aminométhyl-imidazoline 
(Antistin CIBA) 

R. H. ReEGAMEy. Schweizerische Zeitschrift fiir Patho- 
logie und Bakteriologie [Schweiz. Z. Path. Bakt.| 10, 
429-432, 1947. 


Experiments showed that “ antistin ”’ is more effective 
in preventing anaphylactic shock when given half an 
hour before, than when given together with, the second 
injection of antigen. It also retards anaphylactic symp- 
toms, death being postponed sometimes for 6 hours. 
Antistin proved useful in desensitizing animals when 
given subcutaneously half an hour before the antigen. 

R. Salm 


1666. 2-Phenylbenzylaminomethylimidazoline (Antistin) 
and Immunity. (2-phényl-benzyl-aminométhyl-imidazo- 
line (Antistin CIBA) et immunité) 

R. H. REGAMEy and M. WANTz. Schweizerische Zeit- 
schrift fiir Pathologie und Bakteriologie [Schweiz. Z: 
Path. Bakt.] 10, 426-429, 1947. 


The effects of a synthetic antihistamine drug (“ anti- 
stin’’) were investigated. One batch of guinea-pigs 
were inoculated with diphtheria and tetanus toxins and 
toxoids while a second batch received, in addition, the 
anti-histamine drug. No difference of importance was 
noted with regard to survival rate, length of survival, 
and antitoxic titre in the serum. The authors point out 
that by use of the drug sensitized animals can be given 
much larger doses of antigen. R. Salm 
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1667. Febrile Convulsions: A Clinical Study with Special 
Reference to Heredity and Prognosis 

§, LivincsTon, E. M. BripGe, and L. Kaspi. Journal of 
Pediatrics [J. Pediat.) 31, 509-512, Nov., 1947. 11 refs. 


The literature of convulsions in infancy is reviewed. 
Because the type most generally seen in infants is the 
febrile convulsion, children whose first convulsion had 
been associated with an acute febrile illness were studied. 
The 94 children in this series had had such frequent 
convulsions that they were considered to be epileptic. 

They were divided into two groups: (1) those in 
whom the initial and subsequent convulsions were 
accompanied by fever; (2) those in whom the initial 
and some of the ensuing convulsions were febrile. All 
the children in the first group and 37% in the second 
group recovered, in the sense that 2 years elapsed with- 
outaconvulsion. By a different grouping of the patients 
the prognosis in different types of convulsion was 
estimated. Of those who had generalized convulsions 
only, 36 (64%) recovered, but of those with occasional 
evidence of a focal lesion, 10 (26%) recovered. The 
recovery rate was higher in those who had fewer 
recurrences of the convulsions. The prognosis was less 
favourable if close relatives had suffered from chronic 
epilepsy, and also if the history showed no incidence of 
convulsive disorders. There would seem to be, there- 
fore, a significant difference in the hereditary factors 
which predispose to epilepsy and those predisposing to 
childhood convulsions. This suggests that, in the absence 
of a hereditary predisposition, the convulsion is more 
likely to be due to organic brain damage. Race, sex, 
age at onset, and treatment did not influence the 
prognosis. B. S. P. Gurney 


1668. Experimental Use of Testosterone Compounds in 
Premature Infants 

E. K. SHELTON, A. E. VARDEN, and J.S. MARK. Journal 
of Clinical Endocrinology {J. clin. Endocrinol.] 7, 708-713, 
Oct., 1947. 12 refs. 


The authors describe the results of treatment of 74 
premature infants, weighing under 2 kilo at birth, with 
testosterone compounds. The infants were divided into 
three groups: a control group of 20; a group of 30 
infants who received methyl testosterone; and a group 
of 24 who received testosterone propionate. They were 
further divided in two groups according to birth weight, 
the first group weighing 1 to 1-5 kilo at birth and the 
second 1-5 to 2 kilo. Progress was assessed by the time 
taken to regain birth weight and to reach 2°5 kilo. 


Methyl testosterone was given in doses of 5 mg. daily 


in propylene glycol, and was placed direct on the tongue 
immediately before oral feeding or gavage. Testosterone 
propionate was given intramuscularly into the gluteal 
region in a dose of 4 mg. daily. No toxic effects were 


noted. There was no abnormal hair growth or enlarge- 
ment of the genitalia in either sex. In all groups the 
babies treated with testosterone showed a significant 
shortening of the time required to regain birth weight 
and to reach 2-3 kilo. Particularly significant are the 
observations on four sets of twins, where one sibling was 
used as a control in each case. Some of the initial gain 
may be due to water and salt retention, but no sharp loss 
of weight occurred when testosterone was withdrawn. 
The effect of testosterone is to cause retention of nitrogen, 
resulting in building of tissues, growth, and muscle 
hypertrophy. There is also water, sodium, potassium, 
and chloride retention. It has been suggested that pre- 
mature closing of the epiphyses may occur, with resultant 
stunting of growth. The infants in the present series 
were examined by serial radiographs of the wrists and 
ankles for the first year of life. No difference was found 
between the treated series and the controls. 

The authors do not advocate the routine use of testo- 
sterone for all premature infants, but suggest that it may 
be useful in selected cases needing metabolic stimulation. 

Josephine Barnes 


1669. The Titratable Acidity, pH, Ammonia and 
Phosphates in the Urines of Very Young Infants 

R. A. McCance and M. A. VON FINCK. Archives of 
Disease in Childhood [Arch. Dis. Childh.] 22, 200-209, 
Dec., 1947. 5 figs., 45 refs. 


For some time after birth the kidney function is still 
immature, and it has been shown that the glomerular 
filtration rate, and the urea, sodium, and chloride clear- 
ances are low in newborn babies. This paper extends 
these observations by furnishing data on the pH, the 
titratable acidity, the ammonia coefficients, and the 
phosphate in the urine of newborn babies born in occupied 
Germany. Comparisons are made with specimens 
obtained from healthy Britains and Germans. 

The data are based on the examination of urine from 
72 infants, 36 adults, and 10 diabetics. All the babies 
were breast-fed and no additional water was given. The 
following results were obtained: (1) The average pH 
tended to fall slightly after birth with an increase as milk 
flow was established. The pH did not differ from the 
average in urine from healthy adults. (2) The titratable 
acidity varied with the concentration of the urine and 
fell as the pH rose. (3) Ammonia coefficients were 
unaffected by the age of the baby but on the average were 
higher than in -normal adults. (4) The ratio of the 
ammonia to the acidity was higher in infants than in 
adults. (5) Urine of newborn infants contained very 
little phosphate. This might lead to an incapacity to 
deal with an acidosis, should one occur. (6) Urine 
passed in utero was very dilute but differed in no other 
way from that passed in the first few days of life. 

A. G. Watkins 
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1670. A New Treatment for Diaper Rash. Preliminary 
Report 

R. A. BENSON, L. B. SLopopy, L. Littick, A. MAFFIA, 
and N. SuLLIVAN. Journal of Pediatrics [J. Pediat.) 31, 
369-374, Oct., 1947. 1 fig., 4 refs. 


Mercury perchloride, 1 in 4,000, has long been used 
as a rinse for infants’ napkins when it is desired to elimin- 
ate the urea-splitting organisms which are the cause 
of ammonia dermatitis. A mew organic chemical 
“diapene” (a quaternary ammonium compound, 
p-diisobutylcresoxyethoxyethyldimethylbenzyl ammon- 
ium chloride monohydrate) has been introduced, and this 
study shows that it is as effective a germicide as mercury 
perchloride for this purpose, and has the advantage of 
being less poisonous. The ammonia dermatitis in 49 
out of 50 infants was cleared within 1 week when the 
napkins were rinsed in 1 in 25,000 diapene. 

D. Gairdner 


1671. Plastic Operations for Sexual Ambiguity. (Gyn- 
andrynes and Androgynes) 

G. Corre. Journal of the Mount Sinai Hospital (J. Mt 
Sinai Hosp.] 14, 170-174, Sept.-Oct., 1947. 3 figs. 


This is a technical account of operations performed 
on three patients with malformations of the genital tract, 
commonly classed as constituting hermaphroditism. 
Two of the patients had functioning ovaries and a normal 
though small uterus. The vagina was absent in both 
cases, at least on external examination. In fact, a small 
vagina communicating with the perineal portion of the 
urethra was present. Both patients had the instincts 
and external characteristics of a female, but owing to the 
masculine though poorly developed appearance of the 
genitals one had been brought up as a boy until the age 
of 16 years, when the menarche occurred. Plastic 
operations succeeded in exposing the vagina and estab- 
lishing a vulval cleft. One patient subsequently had 
two normal pregnancies, but both infants were delivered 
by Caesarean section. 

The third patient had been brought up as a female but 
was in fact a cryptorchid male with hypospadias, whose 
atrophied testes had been removed 4 years earlier during 
operation for bilateral inguinal hernia. Plastic operation 
on the perineum to give it a more feminine aspect and to 
provide a pseudo-vagina was performed with the full 
knowledge of her marriage partner. M. Baber 


1672. Corpulence in Childhood and Adolescence: A 
Clinical Study 
H. B. GraHaM. Medical Journal of Australia [Med. J. 


Aust.) 2, 649-658, Nov. 29, 1947. 7 figs. 


Corpulence may be a tragedy, because the whole 
personality pattern may be altered; the condition is not 
to be treated lightly. It is usually endogenous and may 
be familial, especially in the case of fat deposition in 
particular areas, such as the buttocks and legs. The 
endogenous forms are due to the effects of genes on the 
endocrines, metabolism, body form, and deposition of 
fat. Exogenous factors are chiefly food and inactivity. 


Symptomatic adiposity is caused by pathological states, 
The exogenous and symptomatic types can easily be 
recognized from the history and examination. 

The present author describes the treatment of the 
endogenous forms only. The diet should be low in fat 
but adequate in all other respects. The patient need not 
starve and, in general, if he continues to take the diet 
usually eaten by slender people he will do well. Good 
co-operation is, of course, essential. The non-protein 
part of the diet should consist mainly of fruit and veget- 
ables, cereals being minimal. Physical activity js 
encouraged, particularly in one sport, such as swimming 
or skating, so that proficiency may help to raise the 
patient’s morale. Thyroid therapy is of value; it not 
only stimulates calorie output but also, in hyperkinetic 
types particularly, reduces the abnormal nervous symp- 
toms arising from an active mind in a sluggish body. 
Dosage must be high and prolonged, equivalent to 
thyroid., B.P., gr. 5 (0-3 g.) daily.in mild cases and 
gr. 7-6 (0-5 g.) in severe cases in children of 11 to 14, 
Regular blood pressure readings are taken and the urine 
is examined; the weight and height are recorded, but 
not frequently, for psychological reasons. No toxicity 
has occurred. Results are measured by dividing the 
weight index by the height index and multiplying by a 
hundred to give a size index, which can be compared 
throughout treatment. 


The weight in dex—100 x Standard weight for age 
patient’s weight. 
The author is convinced from his figures that the 
thyroid administration plays a great part in his results. 
J. G. Jamieson 


1673. Phthalylsulfathiazole in the Treatment of Diarrhea 
in Children 

M. L. E. B. PLATTNER, M. Levine, and F, MeELzer. 
Journal of Pediatrics Pediat.] 31, 548-555, Nov., 1947. 
4 refs. 


Phthalylsulphathiazole was given to 121 children, in 
98 of whom (group A) a diagnosis of diarrhoea was made 
after the children were admitted to hospital, and in 23 
of whom (Group B) there had been diarrhoea which 
ceased soon after they were admitted. ‘Of Group A 
25 were treated with phthalylsulphathiazole, 29 with 
sulphathiazole, 10 with “‘ kaopectate ”’, and 2, diagnosed 
as typhoid fever, with sulphaguanidine, respectively. The 
32 others of this group were treated with various com- 
binations of these drugs. Forty-six of the patients in 
Group A were under, and 52 were over, 12 months of 
age. Three deaths occurred, all in children under 12 
months of age. Of Group B 6 were treated with 
phthalylsulphathiazole, 13 with sulphathiazole, 1 with 
kaopectate, and 3 with combinations of these drugs.” 

_ The sulphonamides were given in divided doses of at 
least gr. 1 (65 mg.) per Ib. (0-45 kg.) body weight in 
24 hours. Sulphonamide levels were estimated in the 
blood. Very little phthalylsulphathiazole was absorbed 
in comparison with sulphathiazole. No toxic symptoms 
occurred. The cases were classified according to the 
number of stools passed during the 24 hours after 
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admission as mild, moderate, and severe. When the 
stools became fewer than three in the 24 hours, the 
patient was classed as recovered ’’. In all instances the 
first stool passed after admission was sent for culture, 
and drug treatment was started immediately. From the 
stools of 19 patients in Group A organisms commonly 
accepted as aetiological factors in dysentery were 
obtained one or more times. 

In Group A no statistically significant difference was 
noted in the effect of phthalylsulphathiazole, sulphathia- 
zole, and kaopectate. But sulphathiazole appeared to 
shorten the course of the diarrhoea in all age groups 
more than phthalylsulphathiazole. More favourable 
results were obtained with phthalylsulphathiazole or 
sulphathiazole alone than with a combination of these 
drugs, or a combination of each of these drugs with others. 
The drugs were more effective in the children over 12 
months of age than in those under 12 months. 

: B. S. P. Gurney 


1674. Contagious Eruptive Fever with Unusual Symptoms 
in Infancy. Report of 12 Cases. [In English] 

§. ZiMANY!I. Paediatria Danubiana [Paediat. danub.] 2, 
208-215, Oct., 1947. 9 refs. 


In February and March, 1947, 12 infants aged from 
7 to 24 months developed an acute febrile illness with 
unusual features. Ten cases occurred in out-patients, 
from widely distributed homes, of a maternity and child 
welfare clinic in Budapest, and 2 were seen in private 
practice. There was no contact outside the waiting- 
rooms, and it seems that the first infant observed (aged 
7 months) infected 4 others [in the waiting-room?], and 
these in turn conveyed the disease to 4 more, the latent 
intervals being in both instances 5 days, presumably the 
incubation period of the disease. In all, the attack began 
suddenly without prodromata, and physical signs were 
limited to pyrexia (104° F.; 40°C.) and the simul- 
taneous appearance of a rash of scarlatiniform type 
which was most profuse upon the extensor surfaces of 
the limbs but also invaded the palms, soles, and face. 
The chest and abdomen were not involved. The 
erythema, which was not punctate, was slightly raised 
and “‘ appeared to have a special predilection for the 
follicles’. The colour of the rash was “ less reddish ”’ 
than that of scarlet fever. On the second and third day 
of the erythema, petechiae were noted at the sites already 
invaded. High pyrexia was maintained until the fourth 
or fifth day and then began to subside, the temperature 
reacting normal by the sixth or seventh day. Con- 
currently, the rash faded, and by the seventh to tenth day 
was hardly perceptible. ‘“‘ Branny’’ desquamation of 
the areas of skin invaded followed. 

During the first few hours of the illness the general 
condition of the patients seemed unaffected, but with the 
appearance of petechiae they became “ very ill” [the 
text suggests toxaemia]. In all cases the tongue was 
clean; there was no diarrhoea; the buccal and pharyn- 
geal mucous membranes were normal; and there was 
no enlargement of the lymph nodes. Blood counts in 
5 cases were similar; erythrocytes normal; white cells 
9,600 to 11,000 per c.mm.; neutrophils 35 to 40%, 
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lymphocytes 48 to 52%, mononuclears 2 to 3%, and 
immature cells 5 to 8%. The platelet count was reduced 
(70,000 to 10,000) and bleeding time prolonged (3 to 4 
minutes). Erythrocyte sedimentation rate was 60 to 
70 mm. [presumably Westergren’s method was used]. 
Repetition of the red and white cell counts a few days 
later revealed no change, but the platelet counts were 
then normal and the bleeding time had decreased by 
half. The author was able to exclude scarlet fever, 
measles, rubella, exanthema subitum [roseola infantum 
of Zahorsky], erythema infectiosum, erythema multi- 
forme, influenza, and drug rashes; he believes that his 
cases differed essentiaily from the febrile exanthemata 
hitherto recorded. 

[The blood picture is not inconsistent with a virus 
infection. Purpura haemorrhagica, it is interesting to 
note, has been recorded in association with thrombo- 
cytopenia and prolonged bleeding time by Pitten and by 
Gunn in 2 cases of rubella. In both, purpura appeared 
after the rash had faded.] E. H. R. Harries 


1675. Acute Stenosing Laryngitis and Laryngo-tracheo- 
bronchitis in Children. (Akutt stenoserende laryngitt og 
laryngotracheobronkitt (pseudocroup) i barnealderen. 
Kliniske studier av et sykehusmateriale vinteren 1946— 
1947) 

H. C. ARNESEN, J. BJERKELUND and J. Bor. Nordisk 
Medicin (Nord. Med.] 36, 2015-2019, Oct. 3, 1947. 
1 fig., 10 refs. 


The authors report 43 cases of non-diphtheritic acute — 
stenosing laryngitis in children under 10 admitted to 
Kristiansand hospital in the winter of 1946-7 during a 
local outbreak of particular severity though not of 
unusual extent. Their attention was drawn to the 
severity of the cases by the death of 2 of the first 15 
children admitted. 

Boys preponderated and nearly all the cases were 
admitted between November and January, when the 
weather was very wet and windy. Cases were divided 
arbitrarily into mild, moderately severe, and fulminating. 
The 13 mild cases had started with a cold or with a dry, 
laryngeal cough; there was slight fever and laryngeal 
dyspnoea but no intercostal recession; patients looked 
well and none required tracheotomy. The second group 
of 27 cases was similar, but there was more fever and 
some intercostal recession; 2 needed tracheotomy. A 
few patients in both these groups had mild signs in their 
chests, but none had plugged follicles or membrane in 
the throat. 

Of the third group of 3 patients, 2 died. They were 
restless, obviously ill and had severe laryngeal dyspnoea 
for which tracheotomy was performed immediately on 
admission. They had no membrane in the throat, 
which was red and swollen, and there were no signs in 
the chest on admission. The symptoms had been cough, 
fever, and hoarseness with a remarkable lack of pain or 
catarrhal signs and rapidly increasing laryngeal obstruc- 
tion of only hours’ duration. At necropsy the larynx 
was grossly injected but smooth; the trachea and main 
bronchi contained sticky, brownish mucus and the mucous 
membrane was greyish, necrotic, and swollen in parts; 
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histologically it showed inflammation and necrosis, with, 
in 1 case, a fibrous exudate. 

The authors report that 14 cases of diphtheria seen 
during the same period differed in having a history of 
sore throat, a higher temperature lasting for a week, and 
a more gradual onset of dyspnoea; membrane was 
present in only 2 cases. 

The treatment of the non-diphtheritic cases was by 
inhalations and rest with sedatives as necessary, sulpha- 
thiazole, and 5,000 to 15,000 units of penicillin 3-hourly. 
In most cases 8,000 to 40,000 units of anti-diphtheritic 
serum were also given. Tracheotomy was not always 
successful in relieving distress, because of the viscid 
mucus, mechanical removal of which (as emphasized by 
- American authors) may be the only way of saving life. 
A, M. M. Wilson 


1676. The Addis Count in the Prognosis of Acute 
Nephritis in Childhood 

M. D. Gites. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 22, 232-235, Dec., 1947. 24 refs. 


The Addis count was used as a guide to prognosis in 
acute haemorrhagic nephritis. A total red cell count of 
600,000 or under in a 12-hour specimen of urine was 
considered to be normal, but this count gave only as much 
information as counts of white cells and casts. The 
result of the Addis count in 218 cases of acute haemor- 
rhagic nephritis investigated at the Royal Hospital for 
Sick Children, Glasgow, was compared with results of 
renal function tests, including estimations of non- 
protein nitrogen, serum proteins, and urea concentration 
and clearance tests. Of 41 cases 25 are described as 
latent, a raised Addis count being the only evidence of a 
persisting renal damage. In 38 of 44 cases under 
observation from the onset of the illness a raised Addis 
count was the sole indication of renal damage when the 
patient was discharged from hospital. The count 
remained above the 600,000 level in 5 cases; it returned 
to normal in an average of 16 weeks in 39 children. If 
the Addis count returns to normal and remains so it 
may be assumed that the renal lesion is healed and that 
a relapse is unlikely. A. G. Watkins 


1677. Recurrent Chronic Subdural Hematoma in an 
Infant. Case Report 

A. KAPLAN. Journal of the Mount Sinai Hospital (J. Mt 
Sinai Hosp.) 14, 418-423, Sept.—Oct., 1947. 3 figs., 
7 refs. 


The author reports an unusual case of chronic sub- 
dural haematoma, originally bilateral, which recurred on 
one side after operation, with formation of a large cyst 
between the scalp and the bone flap, which had been 
raised at the previous exploration. The membrane 
forming this cyst was continuous through a defect in the 
dura with that of the underlying chronic subdural 
haematoma. Complete removal of this membrane 
resulted in cure, and the importance of this feature is 
stressed. 

A brief review of the literature on chronic subdural 
haematoma is included, and points in the diagnosis are 
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discussed. -The importance of making the diagnosis 
early is obvious, since operative treatment can prevent 
permanent cerebral damage. “‘ Any infant who has been 
progressing normally up to the age of 4 or 5 months and 
then begins to have periods of lethargy, convulsions, 
vomiting, restlessness, and disproportionate enlargement 
of the head should be suspected of a chronic subdural] 
haematoma.”” The diagnosis can be established by the 
simple procedure of tapping the subdural spaces through 
the lateral angles of the anterior fontanelle. M. Baber 


1678. Lumbo-pubic Electroshock in the Treatment of 
Essential Enuresis. (L’elettroshock lombo-pubico nella 
cura dell’enuresi essenziale) 

A. Pacirico. Cervello [Cervello] 23, 401-405, Nov. 15, 
1947. : 


This is a preliminary report on the modified use of 
electro-convulsive therapy in essential enuresis. The 
electrodes are applied anteriorly to the pubic symphysis 
and posteriorly to the second lumbar vertebra. A weak 
current of 80 volts is used for one-tenth second. The 
treatment is safe and there are no contraindications. Its 
rationale, however, is not very clear. As briefly outlined 
by the author it seems to rest on the assumption that the. 
spinal reflexes for micturition fail to come under cortical 
control. The author claims 65% recoveries after 3 to 
4 shocks. [Unfortunately the number of cases treated 
(12) was small and the follow-up period of just over a 
month was too short to be of any value.] 

A, Limentani 


For infantile cerebral palsy see Abstract 1829. 


1679. The Question of Sulphadiazine Treatment of 
Infantile Dyspepsias. (Zur Frage der Sulfapyrimidinbe- 
handlung der Sduglingsdyspepsien) 
R. Kose. Archiv fiir Kinderheilkunde [Arch. Kinder- 
heilk.] 133, 175-180, 1947. 5 refs. 


The action of sulphadiazine in the treatment of gastro- 
intestinal disorders in infancy was investigated. A series 
of 423 cases, all acute, was observed, every other child 
receiving sulphadiazine by mouth in doses of 0-15 g. per 
kilo body weight for about 6 days. This was in addition 
to the routine dietetic treatment. The drug did not 
appear to have any effect, either on the number or the 
duration of the loose stools, on the mortality, or on the 
length of stay in hospital. 

[This result is rather surprising, since all forms of 
gastro-intestinal disorder—dietetic, infective, or due to 
parenteral infection—were treated in the series.] 

J. G. Jamieson 


1680. Effects of War on Child Health 
R. W. B. Exuis. British Medical Journal (Brit. med. J.} 
1, 239-245, Feb. 7, 1948. 21 refs. 


1681. A Review of the Subject of Congenital Hemi- 
hypertrophy and a Complete Case Report 

J. Warp and H. H. Lerner. Journal of Pediatrics {J. 
Pediat.} 31, 403-414, Oct., 1947. 4 figs., 33 refs. 
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1682. The Hepatitis of Hyperthermia. Report of a 
Fatal Case 
J. H. BraGpon. New England Journal of Medicine 
[New Engl. J. Med.) 237, 765-769, Nov. 20, 1947. 3 
figs., 23 refs. 


This report from the Harvard Medical School describes 
a fatal case of hepatitis due to hyperthermia and discusses 
the pathogenesis of the condition. The incidence of 
clinical jaundice among 404 cases of sulphonamide- 
resistant gonorrhoea after treatment by artificial fever 
was 6%. The patient who died had received the usual 
5 g. of sulphathiazole during the 18 hours before entering 
the heat cabinet. After 4 hours’ treatment he collapsed 
suddenly with a rectal temperature of 108° F. (42-2° C.). 
He recovered after removal and resuscitation but sub- 
sequently developed progressive hepatic failure, 
haematuria, oliguria, and uraemia, and died from a 
massive haematemesis 14 days after fever therapy. 
[There is no mention of plasma prothrombin estimations.] 
Necropsy revealed a liver with extensive necrosis and 
signs of regeneration. The lesions in the kidneys were 
similar to those following transfusion incompatibilities 
and were thought to be secondary manifestations of the 
liver damage. The author further shows that sulphon- 
amide damage or infection with a virus does not explain 


this hepatitis, which, he suggests, is due to “ high body 


temperatures per se”. Similar lesions have been 
described with hyperpyrexia in other conditions and 
various animal experiments are quoted in support of 
this hypothesis. R. N. Johnston 


. 


1683. Atypical Face Pain; A Statistical Consideration of 
66 Cases 

T. W. McEwin and B. T. Horton. Annals of Internal 
Medicine [Ann. intern. Med.] 27, 749-768, Nov., 1947. 
23 refs. 


The authors describe 66 patients with atypical face 
pain seen during 6 years. Their survey of the condition 
goes back to the writings of Sluder, who, in 1927, described 
“ lower-half headache”’. [They do not refer, however, 
to the work of Cox (Med. J. Aust., 1931, 1, 435) who 
demonstrated the nature of sphenopalatine neuralgia.) 
Very full clinical accounts are given with comments upon 
possible causation and remarks upon psychogenic factors. 
The authors believe that some of their cases may have 
been due to vasomotor disturbances and that in all 
patients there should be a trial of vasodilating and vaso- 
constricting agents. Surgical procedures, as a rule, do 
harm unless there is a clear and unmistakable indication. 

[Although there is a thorough survey of therapeutic 
agents it must be admitted that this very diligently 
written paper contains little of positive therapeutic 
value.] G. F. Walker 


General 


1684. Inhibition of Cutaneous Pain Responses by the 
Local Application of Cold. A Simple Method of Reducing 
the Pain of Hypodermic Injections 

F. D. INGRAHAM, D. D. MATSON, and R. P. Woops. 
New England Journal of Medicine [New. Engl. J. Med.] 
237, 773-776, Nov. 20, 1947. 2 figs., 3 refs. 


The authors describe a simple instrument which has 
been evolved at the Harvard Medical School and found 
effective especially at the Children’s Hospital, for 
reducing the pain of injections. It consists of a brass 
cylinder insulated with felt and containing cracked ice 
and anhydrous calcium chloride, with a smaller brass 
cylinder at one end filled with solder. This “ contact” 


_end may be covered with a rubber cap when not in use. 


The other end is closed by a tightly-fitting rubber cork. 
The solid contact end reaches a temperature of +5° C. 
and when held against the skin for 45 to 60 seconds will 
reduce the skin temperature to 11° to 13°C. for 30 to 
60 seconds. During this time subcutaneous, intra- 
muscular, and intravenous injections can be given pain- 
lessly. The procedure is not advocated as a preliminary 
to intradermal injection of procaine as considerable pain 
will accompany the injection. With the rubber cap in 
position the temperature of the contact end remained 
constant for several hours; this effect can be prolonged 
by keeping the instrument in a refrigerator. 
R. N. Johnston 


ALLERGY 


1685. Treatment of Bronchial Asthma with the Anti- 
histamine-preparation “‘ Antergan ’’ under Control of the 
Histamine-level of the Blood. [In English] 

T. STRENGERS, J. C. M. VERSCHURE, and A. C. M. Lips. 
Acta Medica Scandinavica [Acta med. scand.] 129, 193-— 
202, Nov. 5, 1947. 1 fig., 21 refs. 


In view of the close resemblance between anaphylactic 
symptoms and the effect of histamine administration, 
attention has recently been paid to the correlation between 
histamine metabolism and the allergic diseases. The 
majority of workers consider that histamine is set tree 
in the antigen-antibody reaction and is responsible for 
part of the symptoms of anaphylactic shock. For 
example, in man the intravenous injection or inhalation 
of histamine is often followed by asthmatic symptoms, 
and in animals histamine causes spastic contraction of 
the bronchial musculature. 

Various attempts have therefore been made at treating 
allergic diseases by the elimination of histamine. In the 
present study the authors used “‘ antergan”’, the hydro- 
chloride of dimethylaminoethylbenzylaniline, which_ 
experimentally shows a strong antagonistic action: to 
histamine. The object of the study was to determine: 
(1) the histamine level in the blood of asthmatics; 
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(2) the relation, if any, between the histamine level and 
the severity of the asthma; (3) the therapeutic effect of 
antergan; and (4) whether the success of antergan 
treatment is related to an initially high histamine level 
in the blood. 

The series of cases included 46 asthmatics, most of 
whom had already been treated for sometime. Antergan 
was administered orally and by injection. The histamine 
levels were determined by Code’s method, the normal 
being taken as between 3 and 13 yg. per 100 ml. There 
was no correlation between the histamine level and the 
duration or severity of the asthmatic complaints at the 
time when the blood samples were taken. In 8 cases 
out of 23 the results of treatment were good and in 6 
fairly good; in 5 there was no improvement. In 4 the 
first course gave good results, but the patients did not 
respond to a second course given several months later 
after a relapse. [No details are given of duration of 
treatment or of the period of observation.] There was 
an initial elevation of the histamine level in 10 of these 23 
patients, and all these 10 improved. Of 12 patients 
with normal histamine levels 6 improved and 6 did not 
respond. 

The authors state that there appear to be two groups 
of asthmatics—those with a normal and those with an 
elevated blood histamine. They suggest that the low 
values in some patients may be due to the intervention of 
some defence mechanism, but are careful to point out 
that there is no direct evidence of this. The favourable 
results of antergan treatment in some cases contrasts 
with the lack of response in others, and suggests the 
possibility of a “histamine-asthma’’ group. The 
figures for histamine levels in blood are, however, not 
convincing enough to allow it to be presumed that a 
correlation exists between certain changes in the histamine 
level of the blood during treatment and the clinical results. 
Finally, the response of 4 cases to the first course and not 
to the second shows that the drug may lose its effective- 
ness when administered regularly. Further evidence 
has yet to be collected, but the authors are of the opinion 
that antergan is worth trying in asthmatics with a high 
histamine level in the blood. Geoffrey Whittall 


1686. A Comparison of Some Anti-histamine Substances 
J.D. P. GRAHAM. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 91, 103-111, Oct., 
1947. 3 figs., 12 refs. 


From the Department of Materia Medica in the 
University of Glasgow the author reports a comparison 
of the antihistamine properties of “‘ 2786 R.P.”’ (“* neo- 
antergan ”’, anthisan ”’), “* benadryl ’’, and “ antistin ”’. 
The LD 50 for these compounds on intraperitoneal 
injection into mice were found to be 125, 100, and 120 mg. 
per kilo. Symptoms of stimulation of the central nervous 
system were observed after injection of benadryl and 
2786 R.P., while antistin caused marked depression in 
mice. The relative potencies of the substances in inhibit- 
ing the spasm of guinea-pig ileum due to barium chloride, 
histamine, and acetylcholine were measured, and 
2786 R.P. was found to be most potent against histamine. 
Benadryl was most potent against barium and acetyl- 
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choline. [These results confirm those of Schild and 
others.] Antistin was more active than 2786 RP. 
against spasm due to acetylcholine, but much less effective 
against histamine. The relative potencies of 2786 R.P., 
benadryl, and antistin were 4, 2, and 1 when tested for 
their ability to protect guinea-pigs from bronchial spasm 
due to 2% histamine spray, and 9-3, 0-76, and 1 when 
tested for their power to prevent the fall in blood pressure 
due to histamine in the cat anaesthetized with ether. All 
three possessed local analgesic activity when tested by 
the intracutaneous wheal method in guinea-pigs, being 
respectively 3-3, 2-5, and 1-5 times as active as procaine, 

The fluid present in the stomach of anaesthetized 
guinea-pigs 3 hours after functional isolation of the 
stomach by tying off oesophagus and pylorus contained 
free HCI (in two-thirds of the animals) if two intra- 
muscular injections of 10 pg. histamine were given 
during that time. Free acid produced in response to 
histamine was reduced from an average of 0-4% N HCl 
in controls to an average of 0-05% N HCl in animals 
given an injection of 4 mg. per kilo of 2,786 R.P. at the 
time of operation. The other compounds were less 
active. Total acid was not reduced. 

The relation between chemical structure and activity 
of the substances is discussed. 

[The author’s suggestion that 2,786 R.P. might be 
useful in treatment of acid dyspepsia is not supported 
by other workers. Thus, Grossman and Ivy believe that 
none of the present antihistamine compounds significantly 
reduces gastric secretion. Halpern’s compound, 3277 
R.P., while a most potent antagonist of the broncho- 
constrictor effects of histamine does not prevent death 
from perforated gastric ulcers in the guinea-pig. There 
is some recent evidence that benadryl and 2786 R.P. may 
in fact increase the secretion and acidity of gastric juice 
in man and animals.]} Derek R. Wood 


1687. Benadryl. A Clinical Evaluation Based on One 
Hundred and Seventy-one Case Studies 

S. D. Lockey. Annals of Allergy [Ann. Allergy} 5, 420- 
425, Sept.—Oct., 1947. 6 refs. 


In 21 cases of chronic urticaria there was complete 
relief of symptoms from “* benadryl”. Of 28 cases of 
acute urticaria 19 were completely relieved of symptoms 
and 5 partially. Of 32 patients with hay-fever, previously 
untreated, 6 were completely relieved and 26 partially. 
Of 44 patients with hay-fever treated by pollen injections, 
and benadryl when required, between 70 and 85% obtained 
relief. Of 11 patients with rhinitis 7 obtained relief. 
Of 21 patients with severe intractable asthma 7 had some 
relief and 9 had no relief; 5 were made worse, 2 of this 
last group died. There was only slight improvement in 
2 out of 7 cases with atopic dermatitis. Benadryl was 
of no value in the treatment of migraine, sea-sickness, 
dysmenorrhoea, and erythema nodosum. The dose 
varied between 25 mg. three times a day and 50 mg. 
four times a day, except in some of the hay-fever cases 
in which the dose was up to 250 mg. daily and in the cases 
of asthma in which the maximum dose was sometimes 
400 mg. a day. Toxic effects occurred fairly frequently 
and were sometimes severe, especially with the larger 
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doses. In 4 cases of acute urticaria treatment had to be 
discontinued, and some of the patients with hay-fever 
also had severe reactions. Two patients with asthma, 
given 300 to 400 mg. daily for 5 days, developed hallucina- 
tions and extreme drowsiness; 1 of these died suddenly. 
Benadryl seems to counteract and neutralize the effect of 
adrenaline. The author emphasizes the sedative effect 
of benadryl. D. A. Williams 


1688. A Comparison between the Clinical Effects of 
Pyribenzamine and those of Benadryl 

M. H. Lovetess and H. Brown. New England Journal 
of Medicine [New Engl. J. Med.) 237, 501-504, Oct. 2, 
1947. 1 fig., 2 refs. 


The authors describe their experiences with “ pyri- 
benzamine ”’ in 150 cases and with benadryl” in 53. 
Fifty mg. was given by mouth and the dose repeated in 
1 to 4 hours if necessary but not oftener than five times 
in any 24-hour period. Usually one 50-mg. tablet gave 
relief for 4 hours; a few patients ingested more than 2 or 
3aday. The drugs were used for symptomatic relief 
only, and never prophylactically. 

Constitutional reactions following overdosage with 
therapeutic allergens responded best. If the reaction was 
not violent one 50-mg. tablet of pyribenzamine controlled 
the condition in from 20 to 30 minutes; 8 out of 12 cases 
responded completely and 4 partially. Accidentally 
induced asthma, however, proved relatively refractory. 
Acute urticaria was next in order of response. Out of 
27 cases (21 due to penicillin allergy) 4 responded 
completely and 18 partially to pyribenzamine. Half 
the cases of chronic urticaria yielded to treatment. 
Allergic rhinitis of the extrinsic seasonal variety (pollen 
hay-fever) responded almost as well-as did the drug 
eruptions. All the patients in this group were given 
small supplies of one of the drugs to use when symptoms 
developed, and 85°% reported success. The results in a 
small group of cases of non-seasonal allergic rhinitis 
were similar. Of 20 cases of extrinsic and intrinsic 
asthma about half yielded to drug therapy but the 
improvement was partial, only a third of the intrinsic 
cases reacting at all. Atopic dermatitis was even less 
responsive. 

To test their relative efficiency both drugs were given 
to 33 patients; 23 patients did not observe any difference, 
while of the remainder half preferred one drug and half 
preferred the other. Proportionally nearly twice as 
many patients had toxic effects from benadryl as from 
pyribenzamine. The most frequent were drowsiness and 
mental sluggishness and gastro-intestinal disturbances. 
The former occurred in 61% of cases given benadryl and 
20% of those given pyribenzamine, the latter in 14 and 
10% respectively. Other comparatively infrequent re- 
actions were exhaustion, excitement, and dizziness. 

It is difficult to appraise the effect of these drugs in the 
control of manifestations due to overdosage with thera- 
peutic allergens, because the reactions tend to subside 
spontaneously within the 20 to 30 minutes required for 
the drugs to act. In cases of seasonal hay-fever these 
drugs will give only symptomatic relief. They are perhaps 
most valuable in urticaria, for which there is no other 


satisfactory remedy. In asthma mild bronchospasm 
may be favourably affected but the drugs are comparatively 
valueless in the severer forms. There is little therapeutic 
difference between the two drugs, but advantage may be 
taken of their other effects, such as the greater tendency 
of benadryl to produce sedation (in anxiety or pruritus). 
Pyribenzamine should be chosen when sedation would 
be a disadvantage. The taking of food with these drugs 
seems to reduce the tendency to gastro-intestinal upset. 
Geoffrey Whittall 


1689. Use of Pyribenzamine in Prevention of Histamine- 
induced Gastric Acidity and Headache and in Treatment of 
Hypersensitiveness to Cold 

E. L. Perry and B. T. Horton. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 214, 553-558, 
Nov., 1947. 3 figs., 8 refs. 


In 12 of 14 persons histamine caused an increase in 
gastric acidity. ‘* Pyribenzamine”’ was then given in 
doses of from 100 to 400 mg. daily over a period of from 
1 to8days. Gastric analyses after histamine administra- 
tion were repeated and the pyribenzamine was found to 
have had no effect on the rise in acidity. Four student 
nurses were given an intravenous injection of 0-5 ml. of a 
solution of histamine diphosphate containing 0-05 mg. 
of histamine base. Typical headaches were produced 
in all of them. After the headache ceased pyribenz- 
amine was administered intravenously in doses varying 
from 12-5 to 25 mg. in 100 or 150 ml. saline. Histamine 
was again given. In 3 cases the headache was less intense 
and of shorter duration after the administration of 
pyribenzamine. In the fourth case no headache 
developed. Three patients who were hypersensitive to 
cold were studied. Both “ benadryl” and pyribenz- 
amine gave symptomatic relief and reduced the severity 
and duration of the urticaria and the oedema. 

Geoffrey McComas 


1690. The Treatment of Bronchial Asthma with Preserved 
Foreign Tissue. (Leczenie dychawicy oskrzelowej kon- 
serwowang obca tkanka) 

A. HAusMAN. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 2, 1031-1033, Sept. 8, 1947. 5 refs. 


This is a further report on the treatment of asthma by 
implantation of preserved amnion. After prolonged 
trials it was found that amnion can be easily preserved 
in a 2% solution of chloramine. Implantation is best 
performed over the sternum or on both sides of the chest. 
It is advisable to repeat this small operation if the patient 
shows no immediate improvement or relapses later. 
This method was carried out on 37 asthmatic patients, 
who failed to respond to other treatment. In 24 cases 
asthmatic attacks disappeared 2 to 3 days after the first 
implantation. No explanation can yet be offered of the 
mode of action. J.T. Leyberg” 


1691. Therapeutical Studies in Bronchial Asthma with 
the Aerosols of Aleudrin 

R. CHARLIER. Medical Times [Med. Times, N.Y.] 75, 
277-286, Oct., 1947. 1 fig., 55 refs. 
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1692. The Skin-test Blocking Antibody Response to Oral 
Pollen Therapy and the Criteria for its Use 

E. A. Brown, E. M. Houpen, and C. Nosiut. Annals 
of Allergy {Ann. Allergy] 5, 402-414, Sept.—Oct., 1947. 
26 refs. 


This investigation was carried out on 14 patients who 
had had symptoms of ragweed hay-fever for more than 
one season but who had not previously undergone skin 
tests or received injection treatment. Skin and con- 
junctival tests were carried out before, during, and after 
treatment. Intracutaneous tests were performed with 
fresh ragweed-pollen extracts, varying through 18 
dilutions from 0-05 to 5,000 P.N. units [sic.]. In the 
conjunctival tests, extracts varied in strength from 100 
to 5,000 P.N. units. Blood specimens were taken for 
titration purposes at the first visit, during treatment (at 
least 3 days after pollen ingestion), during the pollen 
season, and in 7 patients 2 to 3 months post-seasonally. 

Treatment consisted of pre-seasonal oral pollen therapy 
with doses of from 1,000 to 90,000 P.N. units. The 
pollen extract was given in enteric-coated tablets made 
up in strengths of 1,000, 10,000, and 30,000 units. The 
tablets were taken every third day. The minimum total 
dose was just under 1,000,000 units and some totals 
reached between 6,000,000 and 7,000,000 units. Clinic- 
ally 6 patients were improved and 8 unimproved. 
Immune bodies were present in one serum before treat- 
ment. Inall patients after treatment there was an increase 
in the heat-stable blocking antibody. This increase 
varied between the equivalents of 25 and 1,000 P.N. 
units, and was apparently not related to the patient’s 
clinical progress, for it was not constantly high in those 
improved or low in those unimproved. In 7 patients 
there was a decrease in skin sensitivity and in 2 patients 
a decrease in conjunctival sensitivity. With 2 excep- 
tions, in the patients who gave no positive conjunctival 
reaction and in whom the skin and conjunctival responses 
decreased, there was improvement. In those in whom 
conjunctival tests were positive and remained unchanged 
there was no improvement. D. A. Williams 


1693. The Use of Sex Hormones in Allergic Disorders 
M. M. HarTMAN. Annals of Allergy [Ann. Allergy] 5, 
467 -477, Sept.—Oct., 1947. 38 refs. 


In women with an allergic disorder which was worse 
before menstruation two forms of treatment were found 
to be beneficial. The first was administration of 10 mg. 
of methyltestosterone orally twice daily for 10 days 
before the onset of the menstrual period. Eleven out of 
12 patients with urticaria were benefited; 7 out of 7 with 
migraine; 4 out of 7 with asthma; and 2 patients with 
perennial allergic rhinitis. The second method of treat- 
ment was intramuscular “* desensitization ’’ to «-oestradiol 
compounds. The initial dose was that which just failed 
to give a positive skin test. Testing was carried out with 
oestradiol or oestrone in oil (0-1 mg. in 0-1 ml. of oil), 
with a simultaneous oil control. A positive test is 
usually obtained in this “ premenstrual group”, and 
consists of either a papular or an erythematous reaction 
coming on in 3 to 5 hours and persisting for at least a 


day. Subsequent doses were given every 2 to 3 days and 
were increased by geometric progression until tolerance 
was reached. Seven out of 10 patients with urticarig 
were benefited, 3 out of 3 with migraine, and 5 out of 
7 with asthma. Vitamin-B complex was beneficial only 
if there were clinical signs of avitaminosis. 

In women with allergic symptoms which were worse 
during the menstrual period the treatment was | to 2 mg, 
of oestradiol dipropionate or benzoate intramuscularly 
2 to 4 days before the onset of the period. Of 19 patients 
with urticaria 17 were benefited, 12 out of 14 with 
migraine, 11 out of 14 with asthma, and 5 out of 7 with 
perennial allergic rhinitis. In the “‘ menopausal type” 
oestrogen therapy either orally or parenterally was indi- 
cated, the intramuscular route being preferred. Initially 
the dose varied from 5,000 to 50,000 i.u.; it might be 
required two or three times weekly at first. In urticaria 
17 out of 20 patients were benefited (androgen used in 2); 
in migraine 14 out of 18; in asthma 22 out of 24; and in 
perennial allergic rhinitis 13 out of 16. Androgen was 


used if there was menorrhagia. In the “ puberty type” _ 


no hormonal therapy was indicated. D. A. Williams 


METABOLIC DISORDERS 


1694. Disturbances of Water Metabolism after Cerebral 
Injury. (Stérungen des Wasserhaushaltes nach trau- 
matischer Hirnschadigung) 

R. Wanke. Chirurg [Chirurg] 17/18, 577-580, Oct., 
1947. 3 figs. 


Three types of disturbance of the water metabolism 
after cerebral injuries are described: (1) polyuria; 
(2) oliguria; (3) a combination of these. There are 
obvious difficulties in accepting figures for water balance 
over a period of a few days after a head injury as signs 
of abnormal intake, storage, or output. Many circum- 
stances may cause variations of intake and output, but 
polyuria for 3 days or so after a head injury in the 
presence of a diminished intake is strongly suggestive of 
a cerebral cause. The author does not label these cases 
post-traumatic diabetes insipidus for they are very 
transient and true diabetes insipidus is a very rare 


complication of head injury. The possible effects of these’ 


disturbances of water balance on the volume of cerebro- 
spinal fluid are considered. The subject is an exceedingly 
difficult one; alterations are due probably to multiple 
causes and analysis will not be easy but the occurrence 
of polyuria offers strong grounds for undertaking such 
an analysis. Jan Aird 


1695. Metabolic Disturbances after Injury 
J. Beatriz. British Medical Journal [Brit. med. J.] 2, 
813-817, Nov. 22, 1947. 26 refs. 


This is an abridgment of the Bernhard Baron Lecture 
given at the Royal College of Surgeons of England in 
July, 1947. In well-nourished persons the urinary 
nitrogen output increases after injury up to the end of 
the first week and falls to normal in less severe injuries 
by the end of 2 to 3 weeks. It may fall further, but by 
the end of 2 to 3 months returns to normal. High- 
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protein diet diminishes nitrogen output during the first 
7 to 10 days, but leads to a positive nitrogen balance 
later. The magnitude of the nitrogen loss in the urine 
depends on the nutritional state of the individual and on 
the severity of the injury, immobilization being only 
responsible for a small fraction of the loss. Poorly 
nourished individuals show either no metabolic response 
or a diminished one after injury. The extra nitrogen lost 
in the urine comes from body cells, which can apparently 
lose protein without dying. 

The mechanisms involved in these metabolic dis- 
turbances are unknown. The urine during the period 
of increased nitrogen output contains large quantities 
of corticosteroid material, but the relation of this to the 
increased urinary nitrogen output is uncertain. After 
injury the body apparently requires more ascorbic acid; 
this may be due to increased utilization in the adrenal 
cortex and liver and to the needs of the tissues at the site 
of the injury. The increase in calcium output in the 
urine after injury is a potential cause of renal calculus 
formation. Methods of treatment to avoid this danger 
are still in the experimental stage. K. Black 


1696. Salt Metabolism in Acute Porphyria. Report of 
Two Cases 

G. C. Linper. Lancet [Lancet] 2, 649-652, Nov. 1, 
1947. 28 refs. 


_After briefly describing the clinical picture of acute 
porphyria and methods of detecting porphyrin pigments 
in the urine, the author reports 2 fatal cases of porphyria 
in which evidence of chloride deficiency was found. 
Both patients had acute abdominal symptoms early in 
the course of their illness and weakness of muscles and 
diminished reflexes for some time before death. Only 
the first patient had severe vomiting. The illness of 1 
of the patients was attributed to sulphanilamide. The 
chloride deficiency in both patients was thought to be due 
most likely to a functional failure of the adrenal cortex, 
and treatment with cortical extract and salt produced 
some temporary improvement in 1 of the patients. 
Other possible causes of salt deficiency in these patients 
are discussed. ; 

[The observations are somewhat scanty, the absence 
of any record of the sodium content of the urine being 
the most important omission; the fact that the urine still 
contains some chloride cannot in the presence of acidosis 
be taken as evidence of adrenal insufficiency. The 
author’s own cases, together with 4 others collected from 
the literature, show that salt deficiency has to be reckoned 
with in acute porphyria; but the data given do not prove 
that it is caused by adrenal insufficiency.] 

D. A. K. Black 


1697. Relation between Sjégren’s Disease, the Plummer-— 
Vinson Syndrome, and Ariboflavinosis. [In English] 

E. GODTFREDSEN. Acta Ophthalmologica [Acta ophthal., 
Kbh.} 25, 95-109, 1947. 22 refs. 


Atrophy of the glandular elements of the upper 
alimentary and air passages occurring in women in 
middle and older age groups is a feature common to 
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Sjégren’s syndrome, the Plummer-Vinson syndrome, and 
ariboflavinosis. This results in rhagades, glossitis or 
smooth red tongue, xerostoma, and dysphagia. It is 
suggested that this is due to interference with the taking 
up of oxygen by the cells—due in the Plummer-Vinson 
syndrome to sideropenia or diminution in the iron of the 
blood serum, and in ariboflavinosis to lack of vitamin B. 
‘It is, however, curious that, while iron and vitamin B 
respectively will cure these two conditions, they have no 
effect on Sjégren’s syndrome, where also the kerato- 
conjunctivitis sicca does not show an invasion of the 
cornea by the characteristic vascular loops. The 
aetiology of Sjégren’s syndrome must therefore still be 
regarded as obscure. Eugene Wolff 


E. Kopicek, K. J. CARPENTER, and L. J. HARRIs. Lancet 
[Lancet] 2, 616-617, Oct. 25, 1947. 12 refs. 


In our earlier note we pointed out that indole-3- 
acetic acid occurs in maize as a precursor and not as the 
free substance. Our present findings now make it seem 
very unlikely that the latter substance can be responsible 
as such for the apparently more constant “ pellagra- 
genic ”’ activity possessed by maize. Apart from this, 
the principal impression left by our recent results and 
those of other workers is the erratic response of the rat, 
used as test animal for work on nicotinic acid. The 
suspicion that microsynthesis may be of special import- 
ance as a disturbing factor is strengthened, and the 
variability of our findings with indole-3-acetic acid as 
an inhibitor of growth for rats is paralleled by those of 
Perlman and of Dubos and others working with various 
types of bacteria.—[Authors’ conclusions.] 


1699. Gaucher’s Disease Without S 
M. E. MorGans. Lancet [Lancet] 2, 576-578, Oct. 18, 
1947. 4 figs., 11 refs. 


A family affected by Gaucher’s disease is described. 
In the father the diagnosis was first made when he was 
67 years of age; sternal puncture revealed Gaucher cells 
and radiographs showed translucent areas in bone. 
There was enlargement of the liver, but his spleen was 
not palpable. Two of his 3 children, a man aged 23 
and a girl aged 14, had definite radiological evidence of 
the disease, and in the third child, a boy aged 12, the 
radiological appearances were not conclusive. The 
family history indicated that the disease may have 
occurred in the two previous generations. The series is 
remarkable in three ways: the absence of splenomegaly, 
the appearance of the disease in successive generations, 
and the survival of 1 patient in active life to a good age. 

K. Black 


1700. Hyperglycemia Induced By Certain Insulin 
Preparations 
N. S. Oxsen and J. R. Kein. Proceedings of the 


Society for Experimental Biology and Medicine [Proc. . 


Soc. exp. Biol., N.Y.] 66, 86-88, Oct., 1947. 7 refs. 
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1701. Hydrothorax in Congestive Heart Failure 

P. D. Wuirte, S. AuGust, and C. R. MICHTE. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 214, 
243-247, Sept., 1947. 3 refs. 


A study of 100 cases of congestive heart failure seen 
at necropsy revealed a constant preponderance of right- 
sided hydrothorax over left in which no relation to the 
aetiological type of heart disease or to the side of the 
heart under initial major strain could be demonstrated. 
Seventy-two patients had bilateral effusions (equal in 31, 
predominantly right-sided in 32), and there were 15 cases 
of unilateral right hydrothorax and 13 of unilateral left 
hydrothorax. In each of the cases of left unilateral 
effusion another contributory factor in addition to the 
congestive failure was present and furnished an adequate 
explanation. Thus, there was complete obliteration of 
the right pleural cavity in 12 cases and in the thirteenth 
a left pulmonary infarct. Only 4 of the 15 cases of 
unilateral right hydrothorax could be so explained. In 
the cases of congestive failure which were studied by 
electrocardiogram before death neither the rhythm itself 
nor the rhythm combined with the type of heart strain 
was related to the site of the hydrothorax. A high 
incidence of pulmonary infarcts (30 cases) was noted in 
this series and was thought to be a factor in the patho- 
genesis of homolateral effusions. 

For the study of hydrothorax the perusal of necropsy 
data was held to be preferable to a clinical or radiological 
analysis because of its greater accuracy in establishing the 
presence, character, and amount of pleural fluid on both 
sides, the occurrence of pleural adhesions and pulmonary 
infarcts, and the morbid anatomy of the heart condition 
itself. Nevertheless, a second series of 100 patients with 
left heart failure was examined for comparison. Cases 
with known recent pulmonary infarct were excluded 
because of the demonstrated possible relation of lung 
infarct to hydrothorax in the necropsy series. The 
diagnosis of hydrothorax was based on positive x-ray 
evidence [the authors do not state whether radioscopy or 
radiography was used] and 16 patients were found to 
have bilateral effusions, 6 unilateral right, and 2 unilateral 
left hydrothorax. The explanation of the predominance 
of right hydrothorax in congestive failure remained 
obscure. 

{In comparing a necropsy series with clinical cases of 
heart failure it will be realized that a more advanced 
degree of failure is commoner in the former, and there- 
fore a higher incidence of hydrothorax will be found. 
There is general agreement among clinicians that right- 
sided hydrothorax in congestive failure is more common 
than left, but workers in Britain have noticed an associa- 
tion of left unilateral effusion with left heart failure in 
normal rhythm, ascribed to active pulmonary congestion; 


this is not supported by the finding in this paper. How. 
ever, radioscopy of patients in congestive failure makes it 
often possible to detect the presence of a hydrothorax 
earlier than the clinical signs would indicate. This 
discrepancy of results by different investigators could be 
explained by the difference in technique of examination 
employed. The value of analysis of a larger number of 
cases should be borne in mind when assessing conclusions, 
The fallacy of deduction from small series is illustrated 
by the present finding that in 14 of the 100 necropsy cases 
there were obliterative pleural adhesions (12 right, 2 left); 
this contrasts strongly with the figures of a comparable 
British investigation of 134 necropsy cases in which 9 
cases of obliterative pleurisy were found with the dis- 
tribution of 1 right, 7 left, and 1 bilateral (Bedford and 
Lovibond, Brit. Heart J., 1941, 3, 93).] 
J. L. Lovibond 


1702. On the Later Development of Heart Disease in 
Apparently Healthy Persons with Abnormal Ballisto- 
cardiograms. Ejight- to Ten-year After-histories of 90 
Persons over 40 Years of Age 

I. Starr. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 214, 233-242, Sept., 1947. 2 figs., 
7 refs. 


The author studied the after-histories of 90 selected 
normal adults, aged 40 to 85 years, tested by ballisto- 
cardiography in 1937-9. Three of the 4 subjects whose 
ballistocardiograms were of abnormal pattern developed 
coronary disease. The 86 patients with normal ballisto- 
cardiograms were graded according to amplitude of the 
record in relation to body weight, and of these the 6 
with the smallest tracings in proportion to actual weight 
developed coronary disease. Ballistic amplitude is 
related to cardiac output, but when referred to body 
weight the results in subjects who are grossly overweight 
or underweight are uncertain unless calculated in terms 
of both actual and ideal weight. When ideal weight was 
employed (derived from actuarial tables of age and 
height) a line could be drawn through the plotted data 
at a level of 44% below the average of healthy young 
adults; below this line 50% of cases developed serious 
heart disease compared with only 5% above it. 

In calculating results from the ballistocardiogram by 
the “* area formula ”’ designed to estimate cardiac output 
relative to the normal, the standard of normality for any 
individual can be correlated either with results from his 
own age group or with data from healthy young adults. 
The case of a man of 79 is recorded whose ballistocardio- 
graphic amplitude was above that of most others in his 
age group and at least equal to that of many young 
adults and who remains well and active at the age of 
87 years. Comparison of the after-histories with the 
circulatory data provided from the time-amplitude of 
the ballistocardiograms taken at the beginning and at 
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the end of the decade showed clearly a decline in ampli- 
tude as age advanced, a finding consistent with Cour- 
nand’s work which demonstrated a diminution of cardiac 
output with advancing age. It is pointed out, however, 
that the ballistic method detects cardiac abnormality in 
terms of relative rather than of actual variations in 
cardiac output. 

It is concluded that a ballistocardiogram which is 
abnormal in form or unusually small in amplitude is of 
serious prognostic significance, and that the use of 
ballistocardiography should permit identification of 
coronary disease much earlier than has hitherto been 
possible. [The ballistocardiograph consists of a table 
suspended from the ceiling on wires and braced to pre- 
vent motion in any but the longitudinal direction. 
Motion in this direction, opposed by a strong steel spring, 
is magnified about 8,000 times and photographed. For 
the purposes of the test the patient lies flat on the table. 
The form of the record obtained is determined by changes 
in systolic blood velocity in the great vessels. Its 
amplitude is related to cardiac output.] 
J. L. Lovibond 


1703. The Electrocardiogram in  Neurocirculatory 
Asthenia, Anxiety Neurosis, or Effort Syndrome 

P. D. Wuite, M. E. CoHen, and W. P. CHAPMAN. 
American Heart Journal [Amer. Heart J.] 34, 390-394, 
Sept., 1947. 12 refs. 


An analysis of the electrocardiograms of 100 cases of 
neuro-circulatory asthenia (50 soldiers and 50 civilians) 
showed no characteristic abnormalities. The few varia- 
tions from the average in normal individuals were either 
due to body build, posture, or heart rate or attributable 
to past illness and were comparable with those found in 
1,000 healthy subjects by Graybiel et al. (Amer. Heart J., 
1944, 27, 524). A. Schott 


1704. Physiologic Changes in the Circulation During and 
After Obstetric Labor 

E. Brown, J. J. SAMPSON, E. O. WHEELER, B. F. GUNDEL- 
FINGER, and J. E. GIANSIRACUSA. American Heart 
Journal [Amer. Heart J.] 34, 311-333, Sept., 1947. 
6 figs., 48 refs. . 


Repeated observations were made on the circulation 
before, during, and after labour in 24 normal subjects and 
4 patients with heart disease, who had uncomplicated 
vaginal deliveries, and in 5 patients without heart disease 
who were delivered by Caesarean section. The pulse 
rate, the arterial and venous blood pressure, the circula- 
tion time, vital capacity, the haematocrit value, and the 
blood and plasma volumes were studied. The authors 
consider that their results are consistent with the hypo- 
thesis that “an arteriovenous shunt of ‘important 
proportions exists in the pelvis at term and that the 
consequences of its obliteration may contribute to the 
load imposed on the circulatory system By delivery ”’. 

The effects of delivery were masked by those due to 
the routine administration of ergot preparations, which 
were found to cause a rise in venous pressure during the 
first 24 hours after delivery. Considerable difficulties 
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were also encountered in measuring plasma volumes, but 

the data that were considered satisfactory taken in 

association with the changes in haematocrit determina- 

tions were thought to indicate that at about the time of 
delivery there is a fall in blood volume, which, during the- 
early puerperium, is followed by a rise to above the level 

observed before delivery. 

[The description of the methods used in determining 
the blood volume and analysis of the recorded results 
suggest that these conclusions must be accepted with 
considerable reserve. No further significant evidence is 
offered by the authors in support of their hypothesis.] 

B. McArdle 


1705. Circulatory Effects of Three Modifications of the 
Valsalva Experiment. An Experimental Study 

R. F. RusHMER. American Heart Journal [Amer. Heart 
J.) 34, 399-418, Sept., 1947. 7 figs., 9 refs. 


In an attempt to devise a test of the response of the 
peripheral circulation under stress, the author studied 
the changes in size of the heart, the position of the 
diaphragm, the arterial blood pressure, the venous 
pressure, and the volume of the index finger during the 
Valsalva experiment. Increasing the intrapulmonary 
pressure with the lungs well inflated provided a greater 
stress on the circulation than the two other modifications 
of the Valsalva experiment studied. The rate of rise in 
venous pressure in the arm was considered to be of some 
value as an indication of the state of the small blood 
vessels below the point of measurement. These observa- 
tions were made on a few normal young men, and the 
author stresses the need for further work to decide the 
reliability and validity of the test. B. McArdle 


1706. Idiopathic Cardiac Hypertrophy 
D. G. Vututamy. British Heart Journal [Brit. Heart J.] 
9, 161-166, July, 1947. 4 figs., 11 refs. 


A case of cardiac hypertrophy in a child of 24 years is 
described, and the steps taken to exclude the known 
causes of enlargement, including glycogen disease, are 
recorded. At autopsy the heart was found to be 290 g., 
which is almost of adult size; it showed no structural 
congenital abnormalities but a marked endocardial 
fibrosis which penetrated into the myocardium. Cases 
of a similar nature and some suggestions which have 
been put forward as td the cause of the condition are 
discussed.—[Author’s summary.] 


1707. Six Cases of Cardiovascular Disorder with 
Peripheral Neuritis 

E. Letcu and A. R. HAzeLton. British Medical Journal 
[Brit. med. J.] 2, 573-574, Oct. 11, 1947. 


Six cases were chosen from among many men in a 
P.O.W. camp in Siam suffering from a common com- 
plaint resembling effort syndrome, with breathlessness on 
walking on the level, palpitation, and occasional pre- 
cordial pain; none had suffered from diseases pre- 
disposing to cardiac disorder. On examination, 
tachycardia, abnormal increase in pulse rate on rising 
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from the recumbent position, tumultuous heart action, 
some impurity of the mitral first sound, a pistol-shot 
sound over the femoral artery, and carotid sinus irritability 
could be found. No cardiac enlargement, oedema, or 
anaemia was detected, and exercise tolerance was normal. 
Various tests were carried out before and after treatment 
with thiamine—17,000 units by intramuscular injection 
in a period of 13 days. The stability of the vasomotor 
control was increased as shown by the results of injections 
of pilocarpine and atropine; a fall in the pulse rate in 
recumbency (14 to 28 per minute) occurred, the dis- 
crepancy between pulse rates with the patient recumbent 
and the patient upright fell from an average discrepancy 
of 16 to 8; abnormal cardiac signs improved, and 
ergograph experiments showed improvement in all cases 
from 68 to 800%. There was evidence of partial return 
of the reduced function of the peripheral nerves. 
Nocturnal frequency of micturition and frequency of 
bowel action were reduced. A table is given showing 
these changes in detail. H. S. Stannus 


1708. Digitalis and Strophanthins Considered as Drugs 
Promoting the Action of Chemical Mediators. Their 
Effect on the Normal Myocardium, in Myocardial 
Deficiency, and in Diseases other than those of the Circu- 
latory System. (La digitale et les strophantines consi- 
dérées comme médicaments favorisant des médiateurs 
chimiques. Leur action sur le myocarde normal, dans 
linsuffisance myocardique et dans des maladies autres 
que celles de l'appareil circulatoire). 

D. DANIELOPOLU. Cardiologia (Cardiologia, Basel] 12, 
66-88, 1947. 2 figs., 16 refs. 


This paper proposes a new conception of the mechan- 
ism of action of the digitalis group of drugs. It is based 
on work already published or about to be published, 
and contains no new experimental or clinical observations. 
Briefly, the digitalis drugs are regarded as having two 
actions—one a specific toxic effect and the other a non- 
specific action which is responsible for their therapeutic 
effect. The non-specific action is to inactivate cholin- 
esterase and adrenolytic factors and thus to promote the 
action of acetylcholine and of sympathin. 

R. T. Grant 


1709. Bacterial Endocarditis. Experiences with Penicil- 
lin Therapy at the Massachusetts General Hospital, 
1944-1946 

O. PauL, E. F. BLAND, and P. D. Wurte. New England 
Journal of Medicine [New Eng. J. Med.] 237, 349-354, 
Sept. 4, 1947. 5 refs. 


This paper deals with the treatment of 44 patients with 
bacterial endocarditis during the 3-year period 1944-6, 
The patients were from 34 to 72 years old. The under- 
lying heart lesions were due to rheumatic valvular disease 
in 82% and to congenital heart disease in 14%. Upper 
respiratory tract infections preceded the endocarditis in 
30% and dental extractions in 11% of cases. Where 
massive doses were not employed continuous intra- 
muscular drip was favoured by the authors, but it is a 
painful method if too large a volume of solution is given 


daily. Where large doses were necessary continuoys 
intravenous drips or 2-hourly intramuscular injections 
were given. Where cardiac reserve was limited 
glucose in distilled water was found preferable to normal 
saline as a vehicle. The smallest amount of penicillip 
needed to effect a cure was 2,685,000 units spread over 
15 days. The largest amount was 442,000,000 units 
given over 314 days by various routes, finally by hourly 
intramuscular injection of 10,000,000 units daily for 
7 days followed by 5,000,000 units daily by intravenous 
drip. Most patients, however, were successfully treated 
by a 3-week course of 500,000 units a day. Strepto. 
mycin was used in 2 cases, with success in 1 case of 
infection with Haemophilus para-influenzae. Twenty. 
eight of the 44 patients are alive without evidence of 
infection; 1 patient died of a recurrence 17 months after 
treatment. Of the 15 fatal cases 2 were definite thera- 
peutic failures; 6 patients died during treatment, and 
8 died of cardiovascular complications after elimination 
of infection. 

The cure of bacterial endocarditis is a lengthy and 
expensive process, and 20 to 30% of patients die. Even 
after completion of treatment a certain number of patients 
will have their lives definitely restricted by cardiac 
disability. James W. Brown 


1710. Subacute Bacterial Endocarditis of Undetermined 


L. Loewe and H. B. E1per. American Heart Journal 
[Amer. Heart J.] 34, 349-365, Sept., 1947. 8 figs. 
11 refs. 


Eleven patients with clinical signs of subacute bacterial 
endocarditis but in whom blood cultures were negative 
were treated with penicillin and heparin. Nine responded 
well. Two failed to respond; 1 died and 1 recovered 
after treatment with streptomycin. Two of the patients 
apparently successfully treated with penicillin and 
heparin later died from heart failure. R. T. Grant 


1711. , The Supernormal Phase of Recovery of Conduction 
in the Human Heart , 
I. Mack, R. LAGENDorF, and L. N. Katz. American 
Heart Journal [Amer. Heart J.| 34, 374-389, Sept., 1947. 
6 figs., 23 refs. 


The authors review the literature on cases which are 
supposed to demonstrate the existence of a supernormal 
phase of recovery in the human heart, and point out 
that this explanation was acceptable only in 5 cases; in 
all others a different mechanism was possible and in some 
was more likely. Two further cases are reported. In 
the first, the existence of a supernormal phase of recovery 
is considered proved. By tabulation of the P-R in 
relation to the R-P intervals (the latter listed in the order 
of increased duration) it is demonstrated that all beats 
with an R-P interval of from 0 to 0-04 second were con- 
ducted with an average P-R interval of 0-575 (range: 
0-54 to 0-64); those with an R-P interval of 0-04 to 0-06 
second were blocked, those with an R-P interval of 0-12 
to 0-15 second were conducted with an average P-R 
interval of 0-686 (0-68 to 0-71), and those with an R-P of 
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of 0°68 to 0-72 second with an average P-R of 0-486 
(0-48 to 0-5). A supernormal phase of recovery of 
conduction had to be assumed, extending from R-P=O 
to R-P=0-04, during which conduction was faster than 
; it was followed by a period during which 
impulses were blocked. It is shown that to a certain 
extent paradoxical shortening of the P-R intervals after 
a short cycle resulting from the shorter refractory period 
may have played a part, but as shorter P-R intervals 
appeared also when the preceding cycle length was 
greater this could not be the sole explanation. * 
. The second case showed almost complete atrio-ventri- 
cular block with occasional conducted beats. Conduc- 
tion of sino-auricular beats in this case was explained on 
the ground that they occurred whenever a retrograde 
impulse of an idioventricular beat reached the area of 
block prematurely and after traversing it interfered above 
the region of block with the next sinus impulse. A 
longer period of rest until the occurrence of the following 
sinus impulse made its conduction through the area of 
block possible. The presence at one place of a fusion 
P wave (considered to be due to simultaneous activation 
of the auricle by a sinus and a retrograde impulse) 
supports this explanation. A. Schott 


1712. Auricular Fibrillation with Aberration Simulating 
Ventricular Paroxysmal Tachycardia : 

J. L. Gouaux and R. ASHMAN. American Heart Journal 
[Amer. Heart J.] 34, 366-373, Sept., 1947. 4 figs., 5 refs. 


Electrocardiograms of a 48-year-old negro with thyro- 
toxicosis and auricular fibrillation are discussed. 
Tracings taken before the administration of quinidine 
showed minimal aberration of some of the ventricular 
complexes. Records obtained 14 and 34 hours after 
administration of gr. 3 (0-2 g.) of quinidine sulphate and 
a further record taken after another gr. 6 (0-4 g.) had 
been given showed slowing of the rate of fibrillation and 
increase in the ventricular rate. Aberrant QRS complexes 
were observed, either singly or in groups of 2, 3, or 
more, up to 33. At other places there was no aberra- 
tion although the ventricular rate was the same. The 
upper limit of the duration of the aberrant complexes 
was 0-12 second and their shape suggested right bundle- 
branch block. Aberration occurred when short ventri- 
cular cycles followed a relatively long one or when very 
short cycles followed short ones. The explanation 
offered is that aberration is due to impairment of con- 
duction in the right bundle branch owing to the greater 
length of the refractory period following a long cycle. 
Once blocking occurs it tends to persist, as the blocked 
impulse reaches the right ventricle by the septum and is 
conducted backwards through the right branch to the 
main bundle where it is blocked. The blocking and 
aberration cease when a slight lengthening of a cycle 
permits a longer rest for the right bundle branch; once 
an impulse passes through it, even with delay, impulses 
of even shorter cycle length are conducted through the 
branch without aberration. Longer series of aberrant 
complexes closely resembled ventricular paroxysmal 
tachycardia, for which they could easily be mistaken. 

‘A. Schott 
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1713. Voluntary Acceleration of Heart in a Subject 
Showing the Wolff—Parkinson—White Syndrome. Clinical 
Physiologic and Pharmacologic Studies 

H. Fem, H. D. Green, and D. Erper. American Heart 
Journal [Amer. Heart J.| 34, 334-348, Sept., 1947. 
4 figs., 18 refs. 


The authors describe the case of a young man with the 
Wolff-Parkinson—White syndrome who was able to 
accelerate his heart rate voluntarily by about 40% and 
then to slow it to a rate considerably lower than the 
initial one. Changes in heart rate were initiated within 
1 to 2 seconds of the order being received to accelerate 
or slow the rate. The acceleration did not appear to be 
caused by changes in respiration or muscular activity. 
This voluntary control of the heart rate was not affected 
by atropine, digitalis, quinidine, or ergotamine tartrate, 
but was augmented by adrenaline. The pupils were 
found to dilate during voluntary acceleration, the peri- 
pheral blood flow to diminish, and simultaneous electro- 
encephalographic and _ electrocardiographic tracings 
showed that psychic activity preceded the acceleration. 

It was concluded that the ability of the subject to 
alter his heart rate was mainly exercised through sympa- 
thetic control, but that inhibition and augmentation of 
vagus influence also played a part. B. McArdle 


1714. Blocked (Nonconducted) A-V Nodal Premature 
Systoles Imitating First and Second Degree A-V Block 
R. LANGENDORF and J. S. MEHLMAN. American Heart 
Journal [Amer. Heart J.] 34, 500-506, Oct., 1947. 4 figs., 
1 ref. 


Two cases are reported with electrocardiographic 
evidence of premature systoles of A-V nodal origin 
which were not conducted to the ventricles. Neither 
case showed definite evidence of other cardiac disorder. 

H. E. Holling 


1715. Coarctation of the Aorta 
M. CAMPBELL and §S. SUZMAN. British Heart Journal 
[Brit. Heart J.| 9, 185-206, July, 1947. 9 figs., 31 refs. 


Fourteen cases of coarctation of the aorta, some 
observed over many years, are presented, and cases from 
the’ literature are reviewed. The authors discuss the 
physical signs: (1) Raised blood pressure in the upper 
part of the body develops gradually and is not found 
in infancy. It seems to run parallel to the increase in 
weight of the heart during growth, and may be due to 
the fact that the stenosis remains fixed at a time when the 
aorta should be increasing in diameter. (2) Forcible 
pulsation in the arteries of the neck was present in nearly 
every case and was often the first abnormality to be 
noted. (3) The femoral arterial pulse was weak or 
absent in all cases. . The femorals should be palpated in 
cases of hypertension, especially if there is an unexplained 
murmur at the base. If the pulsation is weak the blood 
pressure in the legs should be taken; average pressures 
in coarctation are 200/105 in the arms and 130/85 in the 
legs. (4) The collateral circulation. A new sign is 
described. If the patient bends forward with his arms 
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hanging vertically arteries will become visible on the 
back which are not to be seen in other positions. This 
is because the costo-clavicular space is widened, and 
constriction of the subclavian arteries will be relieved. 
The collateral circulation increases with the years. It 
is seen best in the scapular region or on the side of the 
chest wall. It may also be visible in the abdominal 
wall and on each side of the sternum. (5) Rib notching 
of varying degree was also present except in young 
children. The under surfaces of one or more ribs are 
scalloped, usually at the angles. (6) Basal systolic 
murmurs were sometimes accompanied by a thrill and 
sometimes by a diastolic murmur as well. The systolic 
murmur is nearly always heard also at the back of the 
left upper chest. 

The size of the heart is variable. The transverse 
diameter may still be normal after many years of hyper- 
tension. The aortic knob is usually absent, but a double 
arc may be seen in its place, as noted by Bramwell, the 
upper component being due to the dilated left subclavian 
and the lower to the descending aorta. The expectation 
of life for those who have symptoms from childhood is 
not over 30 years, and for these operation seems desirable. 

[This is a valuable paper and repays careful study.] 

C. W. C. Bain 


1716. Physiological Studies in Congenital Heart Disease. 
IV. Measurements of the Circulation in Five Selected 
Cases 

L. D. VANDaM, R. J. BING, and F. D. Gray. Bulletin 
of the Johns Hopkins Hospital (Bull. Johns Hopk. Hosp.] 
81, 192-215, Sept., 1947. 5 figs., 7 refs. 


Some cases of congenital heart disease cannot be 
diagnosed with any certainty, and this is a serious draw- 
back when surgery is contemplated. This paper deals 
with physiological procedures facilitating the diagnosis. 
The circulatory measurements in 5 cases are presented. 
The procedures employed have been reported in detail 
in a previous communication (Bing, et al., Bull. Johns 
Hopk. Hosp., 1947, 80, 107). 

Fick’s formula was used and values to be substituted 
in the equation were obtained by catheterization of the 
heart and great vessels, by arterial puncture, and by 
analysis of respiratory gases. The following measure- 
ments were made in each case: (1) pulmonary capillary 
flow; (2) pulmonary artery flow; (3) collateral pul- 
monary blood flow; (4) systemic flow; (5) intracardiac 
shunts, right to left and left to right; and (6) effective 
pulmonary blood flow. The standard exercise test was 
also used. Subsequent findings at necropsy in 2 cases and 
at operation in 3 cases showed that these physiological 
investigations helped greatly in elucidating the exact 
nature of the cardiac defects. 

Case 1, pulmonary stenosis: investigations revealed 
an abnormal entry of the vena cava, and interauricular 
communication, and a virtually single ventricle. Case 2, 
tetralogy of Fallot: a large collateral circulation to the 
lungs was found. Case 3, persistent ductus arteriosus; 
the calculation of the volume flow through the ductus 
was possible and found to be 1,150 ml. Case 4, stenosis 
of the pulmonary valve: a probable intracardiac shunt 


was demonstrated; a patent foramen ovale was found at 
operation. Case 5, pulmonary stenosis: data demon- 
strated the existence of a large collateral circulation to 
the lungs. 

[The details of these investigations cannot be easily 
abstracted but are of immense interest to physiologists, 
cardiologists, and thoracic surgeons. ] 

A. I. Suchett-Kaye 


1717. Studies of Blood Volume in the Tetralogy of Fallot 
and in other Types of Congenital Heart Disease 

W. Netson, H. S. Mayerson, J. H. CLARK, and C, 
Lyons. Journal of Clinical Investigation [J. clin. Invest.] 
26, 860-868, Sept., 1947. 3 figs., 27 refs. 


The blood volume, total haemoglobin, and total 
plasma protein were determined in 7 cases of tetralogy of 
Fallot, 4 cases of isolated septal defect, and 1 case each 
of Eisenmenger complex, isolated pulmonary stenosis, 
coarctation of the aorta, congenital mitral stenosis, and 
patent ductus arteriosus. The patients were recumbent 
under basal conditions. The plasma volume was esti- 
mated with the dye T 1824 on a sample taken 10 minutes 
after dye injection, and it is claimed that there was 
complete mixing of dye in the circulation within 10 
minutes. Haemoglobin was determined by the photo- 
electric oxyhaemoglobin method, and plasma protein 
from the specific gravity of plasma. The diagnoses were 
based on the history, physical and electrocardiographic 
findings, and x-ray examination, supplemented in some 
cases by estimations of circulation time, intracardiac 
** diodrast’’ studies, and blood oxygen estimations. 
Two of the cases of Fallot tetralogy came to necropsy 
and 2 patients were operated on; of the latter, 1 died. 

All the cases diagnosed as tetralogy of Fallot and the 
case of pulmonary stenosis showed an increased blood 
volume due primarily to an increase in total red cell 
volume, with high haemoglobin and haematocrit levels. 
Plasma volumes were normal or rather high. The red 
cell volumes ranged from 65 to 350 ml. per kilo body 
weight. In one subject rest in bed, and in a second sub- 
ject a Blalock operation, resulted in some decrease in the 
total red cell volume. Red cell and plasma volumes were 
about normal in the cases of interventricular septal defect, 
Eisenmenger complex, and coarctation of the aorta. 
One case of congenital mitral stenosis in congestive 
failure showed a raised plasma and red cell volume. 

{In these experiments the estimate of total red cell 
volume is obtained indirectly from the dye estimate of 
plasma volume and the haematocrit value. These 
results should be repeated with a marked red cell method 
which measures directly the total volume of red cells. 
All the cases diagnosed as the tetralogy of Fallot and the 
case of pulmonary stenosis showed very high haematocrit 
levels, the other cases normal or low haematocrit levels. 
Blood of a high haematocrit value is very viscid and 
mixing of an injected dye in a circulation containing 
such blood might be slow. Further, in patients with 
abnormal communications between various parts of the 
circulation mixing of an injected dye might be quite 
abnormal. To the abstracter it seems that a very careful 
study of mixing of the injected dye (or of injected marked 
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red cells) in the circulation is necessary before complete 
reliance can be placed on figures such as those recorded 
in this paper.] E. B. G. Reeve 


1718. Recent Myocardial Infarction. An Analysis of 
Five Hundred and Seventy-two Cases 

Ss. S. Mintz and L. N. Katz. Archives of Internal 
Medicine (Arch. intern. Med.] 80, 205-236, Aug., 1947. 
Bibliography. 


The authors review the results in 572 cases of recent 
cardiac infarction observed between 1940 and 1945. 
Most of the patients were Jews. The ratio of men to 
women was 2 to 1; the women were rather older than the 
men and the mortality rate among the women was 
higher than that among the men because of a greater 
incidence particularly of diabetes, and of thrombosis 
and embolism. The mortality rate was nearly 22%, 
which seems high compared with some series. No 
seasonal incidence was observed. In over 90% there was 
no evidence of any precipitating factors; infarction 
usually developed without undue stress and often when 
the patient was in bed. Hypertension was present in 
36%, and appeared to have no influence on the immediate 
prognosis. Diabetes mellitus added considerably to the 
gravity of the prognosis, death generally being from 
ketosis; diabetes should therefore receive immediate 
and adequate treatment, but otherwise insulin should be 
avoided as a high blood-sugar level seems advantageous. 

The fact that angina pectoris preceded the infarction 
did not seem to affect the immediate prognosis, nor did 
the character or duration of the pain, but anginal pain 
persisting after the acute attack made the immediate 
prognosis worse. In the hypertensive patients there was 
a greater fall in blood pressure though the pulse pressure 
fell in all groups. The immediate prognosis was very 
poor where there was a pulse pressure of less than 25 mm., 
or a systolic blood pressure below 100 mm. lasting for 
some days in the hypertensive patients, or of 90 mm. in 
any patient. 

The prognosis was worse in septal, atypical, and 
combined varieties of cardiac infarction but there was 
no prognostic difference between infarcts of the anterior 
and those of the. posterior walls. In the presence of 
cardiac arrhythmia, particularly in women, the outlook 
was poor, and treatment with quinidine and digitalis 
did not seem to improve this. Occasional premature 
systoles were of no significance, though runs of ventricular 
extrasystoles were of grave significance. Sinus tachy- 
cardia was also an unfavourable accompaniment. Con- 
gestive heart failure was a very serious prognostic sign in 
both sexes, but especially in men: when-it was combined 
with sinus tachycardia the outlook became still worse. 
Great care is advised in the use of digitalis unless there 
are clear-cut signs and symptoms of progressive heart 
failure, and even so it should be given slowly. . 

Thrombosis or embolism, or both, occurred in 52 
patients and 29 of these died. Every effort should be 
made to prevent thrombosis of the deep veins of the 
legs; if it occurs treatment with heparin or dicoumarol 
should be started at once, and ligation of the femoral 
vein should be considered. Maurice Campbell 


1719. “ Trophic’? Ulcers of the Hands Complicating 
Myocardial Infarction 

E. SHapiro, M. L. Lipxis, and J. KAHN. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 214, 
288-291, Sept., 1947. 2 figs., 13 refs. 


A case is recorded in a man of 49 of acute posterior 
myocardial infarction, followed 12 hours later by the 
appearance of a cutaneous vesicle over the metacarpo- 
phalangeal joint of each index finger. These sym- 
metrical lesions ruptured next day and became punched- 
out ulcers, which took several weeks to heal. They were 
entirely painless. The authors consider their appearance 
to be the direct result of the cardiac infarction, relating 
them to the occurrence of other conditions which have 
been described from time to time as occasional sequelae. 
These include subdeltoid bursitis, arthritis of the hands, 
sclerodactyly, Dupuytren’s contracture, localized sweat- 
ing of the chest and arm, herpes zoster of the hemithorax, 
and paroxysmal ocular ptosis accompanying angina. 
They discuss the aetiological theories and point out that 
in their patient the absence of radiation of pain down the 
arms during the anginal attack excludes the possibility 
of reflex vasomotor changes or of causalgia in a sensitized 
dermatome. They cite Lewis’s theory of antidromic 
nervous stimulation in the production of herpes zoster 
as the probable pathogenesis of the trophic ulceration 
in the present case, suggesting that excessive painful 
stimuli arising from the infarcted heart were mediated 
antidromically through the sensory nerves to liberate 
cutaneous metabolites which resulted in the herpetiform 
lesions on the hands. J. L. Lovibond 


1720. Ergotamine and Apparent Coronary Insufficiency 
G. BiOrck. British Heart Journal (Brit. Heart J.] 9, 
181-184, July, 1947. 2 figs., 10 refs. 


The hypoxaemia test was devised by Levy to uncover 
latent cases of coronary insufficiency. The patients 
breathe 10% oxygen and 90% nitrogen for 10 to 20 
minutes and certain criteria such as a reversal of T waves 
or depression of the S-T junction are taken as indicating 
coronary disease. These changes were found by Biérck 
and Pannier (Acta cardiol., Brux., 1946, 1, 283) also in 
some cases of cardiac neurosis. On the assumption that 
they might be due to overactivity of the sympathetic, 
ergotamine was given intramuscularly in doses of 0-5 mg. 
and the test was repeated. In 9 out of 10 cases the - 
electrocardiograms did not then fulfil Levy’s criteria. 
This seems to point to an action of the autonomic nervous 
system upon the coronary circulation. C. W. C. Bain 


1721. Aortic Stenosis with Elevated Metabolic Rate 
Simulating Hyperthyroidism 

J. A. SmitH and §S. A. Levine. Archives of Internal 
— [Arch. intern. Med.] 80, 265-270, Aug., 1947. 
12 refs. 


The 4 patients described had aortic stenosis, a high 
basal metabolic rate (B.M.R.), and some other sign of 
hyperthyroidism with a normal thyroid gland. The 
signs of congestive failure in these patients were inadequate- 
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to account for the raised B.M.R. (+30 to +50%). In 
2 the aortic stenosis was associated with mitral stenosis, 
and in the other 2 the valves were calcified without 
clear evidence of rheumatism. It is suggested that 
attention should be paid to this syndrome in the 
differential diagnosis of masked thyro-cardiac disease. 
[Until a larger number of cases have been reported the 
possibility that the raised metabolic rate was due to the 
heart failure must be considered, as all the patients died 
during the period of observation.] Maurice Campbell 


DISORDERS OF CIRCULATION 
1722. Fluorescein Studies in Peripheral Vascular 


Disorders 


D. W. KRAMER and E. B. ABRAMSON. American Journal 
of Medical Sciences [Amer. J. med. Sci.] 214, 368-371, 
Oct., 1947. 8 refs. 


The results of an investigation into circulation time in 
69 patients are given. In a darkened room 4 ml. of a 
20% solution of fluorescein was injected into an elbow 
vein, and the time of arrival at the lips, hands, and feet, 
shown by the appearance of a greenish-yellow colour, 
was noted. The times in 24 subjects without vascular 
disease were compared with those in 45 with vascular 
disorders, including arteriosclerosis obliterans, thrombo- 
angiitis obliterans, embolic occlusion, Raynaud’s syn- 
drome, chronic leg ulcers, and vasospastic disorders. 
The range of the observed times was very wide in both 
the normal and abnormal groups, with considerable 
- overlapping in the two groups and with only small 
differences in the averages. However, the number of 
cases of vascular disorder in which the arm-to-foot time 
exceeded 50 seconds was two and a half times the number 
of controls in which this occurred. It is claimed that 
the injection of fluorescein is harmless and non-toxic, 
that the end-point is readily seen, and that the method 
is independent of any subjective sensation in the patient. 

[It depends, of course, on a subjective sensation in the 
observer, but with the same observer the error may be 
slight. With the considerable overlapping of the figures 
obtained in normal and abnormal, the method would 
seem to have limited value except in gross disease. The 
authors give their results in the vascular disorders as a 
whole and without any differentiation into the type of 
disorder or its site. The arm-to-lip times would seem 
to be too variable to be of use in the investigation of 
congestive heart failure.] S. H. Cookson 


1723. Fainting and Flying. An Analysis of 500 Cases of 
Impairment of Consciousness in Pilots and Aircrew 

A. F. Rook. Quarterly Journal of Medicine {Quart. J. 
Med.] 16, 181-209, July, 1947. 1 fig., 32 refs. 


The author reviews 500 consecutive cases of impaired 
consciousness among pilots and aircrew. The definition 
includes complete loss of consciousness, with or without 
convulsions, sudden disturbances of awareness, amnesia, 
confusion, and transient giddiness. 

The cases are classified as neurogenic, cardiovascular, 
and emotional. In practice these three groups overlap, 
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and it may be difficult to decide whether loss of con- 
sciousness is caused by epilepsy, syncope, or psychogenic 
factors. The neurogenic group formed just under a 
quarter of the cases; epilepsy was the causative factor in 
about half of these. The part played by fear in initiating 
an epileptic attack is stressed. The cardiovascular 
group comprised rather more than a quarter of the total, 
Cardiovascular inefficiency was the major causative 
factor, either alone or combined with contributory factors, 
such as infection or fatigue. The author discusses the 
significance of hypotension in aviators. In the Royal 
Air Force the lower limits of normality for systolic and 
diastolic blood pressures are taken as 110 and 70 mm. Hg 
respectively. It is considered that a single finding of 
hypotension according to these standards is comparatively 
frequent in young adults; although this condition is 
usually compatible with health, it indicates an increased 
liability to fainting. The remaining cases, which formed 
about a half of the total, were classified as emotional. 
In this group loss of consciousness was associated with 
anxiety and inability to stand up to the stress of flying. 
A combination of fatigue and anxiety was frequently 
present. Other aetiological factors encountered in 
the emotional group were panic state, hysteria, and 
simulation. 

The author considers that the history of the patient 
is the most important single factor in examination, and 
that flying should be prohibited at once for those who 
have had two or more recent attacks of loss of conscious- 
ness. [The unique opportunity of which the author 
made use in collecting these cases and the lucidity of 
style and logical presentation will make this article a 
classic on the subject.] Roland Winfield 


1724. Sustained Hypertension. Predisposing Factors 
and Causes of Disability and Death 

R. L. Levy, P. D. Wuire, W. D. Stroup, and C. C. 
HILLMAN. Journal of the American Medical Association 
[J. Amer. med. Ass.] 135, 77-80, Sept. 13, 1947. 5 refs. 


This paper is intended to integrate the authors’ earlier — 


reports on the statistical aspect of transient hypertension, 
transient tachycardia, and overweight as regards their 
prognostic significance (J. Amer. med. Ass., 1944, 125, 
699; 1944, 126, 829; 1945, 128, 1059; 1945, 129, 585; 
1946, 131,951). It is based on the same medical records 
of 22,741 army officers; the concept of the “ person- 
year’’ was employed in the analysis, with a total of 
223,870 ‘‘ person-years’ of observation, indicating an 
average follow-up of 9-8 years. Sustained hypertension 
was defined as a blood pressure never falling below 
150 mm. systolic and 90 mm. diastolic; transient hyper- 
tension was considered to be present if the above figures 
were found but were followed at any particular or later 
examination by lower figures. By transient tachycardia 
was meant a heart rate of 100 or over, of sinus origin, 
followed by a rate of under 100 after rest or at any other 
examination. Overweight was defined as a weight 
exceeding by 20 Ib. (9 kg.) the standards issued by the 
War Department in 1942. Development later of sus- 
tained hypertension and retirement or death with cardio- 
vascular-renal disease were chosen to demonstrate the 
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effect of the three factors: transient hypertension, 
transient tachycardia, and overweight. The rate of the 
later development of sustained hypertension was found 
to be 3-6 times as high in the group with transient hyper- 
tension as in the group without it, a transient rise in the 
diastolic pressure of over 100 mm. Hg being of the 
greatest prognostic significance. When transient tachy- 
cardia was present as well as transient hypertension the 
rate for the later development of sustained hypertension 
was 7:5 times as high as when both were absent. Over- 
weight alone increased the rate to 2:5 : 1, and the presence 
of all three factors increased it to 12-3: 1. Transient 
hypertension increased the casualty rate (which is the 
combined number of disability retirements and deaths) 
for cardiovascular-renal diseases in the proportion of 
1-9 : 1, transient tachycardia alone in the proportion of 
1-8: 1, the presence of both in that of 2-9: 1; over- 
weight alone was found to increase significantly the 
casualty rate for cardiovascular-renal diseases. Sus- 
tained hypertension developed in 1,472 officers. In the 
555 officers who retired because of cardiovascular-renal 
diseases the most frequent causes of the disability were 
hypertension (318 cases), coronary disease (80), and 
cerebral arteriosclerosis (68). 

It is concluded that in the selection of military Service 
personnel the factors predisposing to the later develop- 
ment of sustained hypertension and cardiovascular- 
renal diseases should be taken into account, and that the 
facts obtained from this statistical analysis probably 
hold good for comparable groups of the general male 
population. A. Schott 


1725. The Occurrence of High Blood Pressure in Con- 
nection with Urologic Diseases. [In English] 

F. REnyi-VAMos. Acta Urologica [Acta urol., Budapest] 
1, 241-246, 1947. 25 refs. 


Of a total of 572 patients attending the Urological 
Clinic of the University of Budapest with organic 
surgical conditions of the genito-urinary system, 114 had 
persistent high blood pressure. Only in 6 of these could 
the hypertension be correlated with the organic condition. 
Two patients had prostatic hypertrophy, 1 a ureteric 
calculus, 2 polycystic kidneys, and 1 an extrarenal 
dermoid cyst compressing both renal veins. 

S. S. B. Gilder 


1726. Observations in Treatment of Hypertension with 
Rice—Fruit Diet 

M. E. and M. J. Furpse. Southern Medical 
Journal [Sth med. J.] 40, 721-728, Sept., 1947. 9 figs., 
17 refs. 


The authors report the results of treatment of 54 cases 
of hypertension by means of a low-sodium diet. As the 
patients were ambulatory and private, a preliminary 
period of observation was impracticable. A modified 
Kempner’s diet was given, consisting of 4 Ib. (227 g.) or 
more of rice daily, cooked in unsalted water, and served 
with fresh, stewed, dried, and canned fruits, fruit juices, 
sugar, or corn syrup. Bananas were used extensively, 
and water or fruit juice was given freely. Of 32 patients 
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who kept to this strict diet 20 were considerably improved, 
the systolic pressure falling by 15 to 100 mm. Hg 
(average 45); the diastolic by 10 to 65 mm. Hg (average 
25). Three-quarters of the patients lost from 3 to 15 lb. 
(1-35 to 6-8 kg.) in weight. Meat and vegetables were 
added to the diet as soon as a satisfactory fall in pressure 
was obtained. The period of observation after such 
dietetic modification was 3 to 50 weeks (average 29). 
Ten out of 14 patients who had benefited by the strict 
routine maintained their improvement on the more 
liberal diet. Paul Wood 


1727. Pressor Activity of Desoxycorticosterone Acetate in 
Normotensive and Hypertensive Subjects 

G. A. Perera and D. W. BLoop. Annals of Internal 
Medicine [Ann. intern. Med.] 27, 401-404, Sept., 1947. 
1 fig., 4 refs. 


Desoxycorticosterone acetate in doses of 5 mg. 
subcutaneously twice daily will not materially affect the 
blood pressure in persons in whom pressure is normal, 
but it will increase the systolic and diastolic readings in 
patients with uncomplicated hypertension. This pheno- 
menon is not related to changes in salt and water retention. 

G. F. Walker 
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1728. Generalized Necrotizing Arteritis due to Sulphon- 
amides. (Arteriitis generalisata necroticans na gebruik 
van sulfonamides) 

T. G. vAN RusseL and L. Meyer. Nederlandsch 
Tijdschrift voor Geneeskunde (Ned. Tijdschr. Geneesk.] 91, 
2649-2658, Sept. 20, 1947. 2 figs., 14 refs. ; 


Generalized arteritis can be produced experimentally 
(Rich and Gregory, Bull. Johns Hopk. Hosp., 1943, 72, 
65) by introducing into animals an agent to which they 
have previously been made sensitive. There is also 
experimental and clinical evidence that sulphonamides 
can provoke allergic manifestation (More et al., Amer. 
J. Path., 1946, 22, 704) and cases have been described 
(Lichtenstein and Fox, Amer. J. Path., 1946, 22, 665) 
where the vascular reaction predominated, periarteritis 
nodosa being most frequently mentioned. Upon this 
background the description of 8 cases of grave complica- 
tions due to sulphonamides acquires a particular signi- 
ficance. Seven of these cases ended fatally, and in all 
of them necropsy revealed the existence of a generalized 
necrotizing arteritis. 

In 5 cases the clinical picture had many common 
features. An infection, insufficiently serious to account 
for the subsequent grave evolution, was treated with 
sulphathiazole, and soon afterwards red cells and 
albumin began to appear in the urine. Progressively 
the concentrating power of the kidneys deteriorated and 
the blood pressure rose, leading to oliguria and uraemia, 
which*marked the final stage. The nephritis was accom- 
panied by undulating fever and increasing anaemia. 
Invariably necropsy revealed generalized necrotic changes 
in the arteries; the affection of the kidney vessels was to 
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blame for the fatal evolution. In the sixth case, a man 
aged 19, with a previous history of scarlet fever and 
polyarthritis and with a mitral insufficiency, was treated 
for tonsillitis with a total dose of 11 g. of sulphathiazole 
in 3 days. Immediately afterwards he suffered from 
shock with anuria, abolition of all but abdominal 
reflexes, and scarlatiniform erythema. Only a small 
amount of urine could be obtained by catheter; it 
contained red cells and albumin. Bacteriological 
examination proved negative. Death ensued; necropsy 
revealed a generalized necrotizing arteritis, affecting 
particularly the small vessels. In the seventh case the 
symptoms, which developed after administration of 
sulphathiazole, were similar to those observed in the 
first 5 cases, but after several blood transfusions the 
patient recovered. The symptomatology and presence 
of eosinophilia—nothwithstanding a negative Prausnitz- 
Kiistner reaction (passive transfer test)—induced the 
authors to classify this case with the others. 

The eighth case [mentioned in a postscript] was that of 
a man suffering from a metastatic carcinoma whose 
intercurrent bronchitis and pneumonia were treated 
with high doses of sulphadiazine. He died, and necropsy 
revealed the existence of arteritis in the spleen, liver, and 
lungs. Of interest here is the fact that the vessels of the 
kidneys were not affected. 

In one instance only was it possible to ascertain that 
sulphonamides had been administered before. 

A. Lilker 


1729. Aortic Aneurysm: Spontaneous Rupture with 
Haemorrhage into Pleural Cavity; Recovery. (Tetniak 
tetnicy glownej, pekniecie samoistne do optucnej, 
zekScie pomySine) 

R. SztaBa. Polski Tygodnik Lekarski [Polsk. Tyg. lek.] 
2, 1029-1031, Sept. 8, 1947. 18 refs. 


A case is described of ruptured aortic aneurysm with 
haemorrhage into the pleural cavity, followed by 
recovery. The patient was a slaughterman, aged 54, 
with vague cardiac complaints for a few months, a normal 
blood pressure, and a negative Wassermann reaction. 
He suddenly lost consciousness for several hours; on 
recovery he complained chiefly of very pronounced 
breathlessness. He was seen by the author 10 days later 
and found to be extremely dyspnoeic with evidence of 
the presence of a large quantity of fluid in the left pleural 
cavity. The pulse rate was 112 and the blood pressure 
125/85 mm. Hg. From the left pleural cavity 1,600 ml. 
of pure blood was aspirated. After a temporary improve- 
ment dyspnoea recurred and was again relieved by aspira- 
tion of 1,300 ml. of pure blood. Paracentesis was 
repeated some days later when a further 600 ml. of blood 
was removed. Radiographs showed very gross dilata- 
tion of the ascending and especially of the descending 
aorta with displacement of the trachea by a non-pulsating 
aneurysm, the heart shadow being within normal limits. 
The patient returned to his former employment and 
continued to lead a very active life. He died suddenly 
nearly 4 months later; unfortunately no post-mortem 
examination was carried out. 

The author mentions the symptomatology and diag- 
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nostic difficulties in aortic aneurysm, and reviews briefly 
the literature on the subject, referring among others to 
Boys, who collected 1,197 cases of ruptured aortic 
aneurysm. Of these 14-6% ruptured into the left pleural 
cavity, 31% into the pericardium, 9-4% into the oeso- 
phagus, 7-1% into the left bronchus, 6-2% into the trachea, 
3-7% into the pulmonary artery, 3-7% into the vena cava 
superior, and 5-1% externally. [The author gives no 
figures of the percentage of survivors after rupture of an 
aortic aneurysm. ] 

On the basis of a published post-mortem examination 
of a case with some similar clinical features, it is concluded 
that closure of the rupture was probably brought about 
by old intra-aneurysmal thrombi and possibly also by 
fresh ones precipitated by ruptured intima, augmented 
by pressure of the extravasated blood. 

H. Maslowski 


1730. Allergic Lesions Following Thrombophlebitis 
M. Naiwe. Archives of Internal Medicine [Arch. intern. 
Med.]} 80, 388-396, Sept., 1947. 4 figs., 8 refs. 


Eczema, pruritus, dermatitis, and papillary rashes so 
often seen in legs affected with varicose veins and 
thrombophlebitis may be manifestations of clinical 
allergy. It is suggested that stasis, oedema, and vascular 
congestion lead to a local accumulation of allergen with 
the establishment of local cutaneous sensitivity. Trauma 
of any kind, especially scratching, may readily release 
allergen in quantity, with an allergic flare-up. The 
clinical syndrome may well be an example of the Auer 
phenomenon in which trauma will provoke an intense 
dermatitis in a congested allergen-laden region. 

On this basis treatment should be directed towards a 
local reduction in arterial blood flow and the promotion 
of better venous return. In addition, the patient’s 
constitution as regards allergy in general should be 
considered. There should also be a special investigation 
for sensitivity to sulphonamides, penicillin, and all 
medicaments locally employed, while the possibility of 
allergic response to dressings and even bandages should 
be borne in mind. G. F. Walker 


1731. Arachnodactylia and Cardiovascular Disease— 
Report of an Autopsied Case with a Summary of Pieviously 
Autopsied Cases 

H. UyeyaMA, B. Konpo, and M. KAMINS. American 
Heart Journal {Amer. Heart J. 34, 580-591, Oct., 1947. 
4 figs., 66 refs. : 


Death from rupture of a dissecting aneurysm of the 
aorta occurred in a 22-year-old Japanese who had signs 
of arachnodactylia. Pulmonary tuberculosis was dis- 
covered at the post-mortem investigation, which also 
revealed a constriction of the arch of the aorta, fenestra- 
tion of the aortic cusps, coronary arteries which had their 
origin 1 cm. above the aortic valves, and thickened 
mitral valves and chordae tendineae. It is suggested 
that the necrosis of the medial coat of the aorta, which 
has also been observed in other cases of arachnodactylia, 
may be secondary to abnormalities of the vasa vasorum. 

H. E. Holling 
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1732. Studies on the Conglutination Reaction, with 
Special Reference to the Nature of Conglutinin 

A. S. Wiener, J. G. Hurst, and E. B. SONN-GorRDON. 
Journal of Experimental Medicine [J. exp. Med.] 86, 
267-284, Oct. 1, 1947. 16 refs. 


Rh blocking antibodies are unable to clump Rh-positive 
red cells in saline media, although they are specifically 
adsorbed by these cells which then become inagglutinable 
by anti-Rh agglutinating serum. The clumping of cells 
which have adsorbed blocking antibody can, however, 
be effected by the addition of plasma or serum, which 
Wiener, in 1945, showed to contain a substance called 
conglutinin. This two-phase reaction was named con- 
glutination as opposed to agglutination, which occurs 
in saline media and is not improved by the presence of 
plasma or serum. The action of conglutinin is thus not 
unlike the action of complement in other immune 
reactions. The Rh blocking antibody or glutinin is 
regarded as a univalent antibody, whereas the Rh 
agglutinin is regarded as a multivalent antibody. There 
is certain evidence that*the two-phase reaction of con- 
glutination may be present in relation to A and B factors 
also and possibly in other immunological processes. 

This paper reports a study of the factors that influence 
the quality of conglutinin, the potency of which in various 
blood fractions and protein mixtures was tested in a 
system containing Rh-positive red cells and serial 
dilutions of Rh antisera possessing only blocking anti- 
bodies and no agglutinins. Details are given of the 
technique and of the special method of reading the results. 
In general the results were the same whatever the type 
of Rh-positive cells used. The substances tested for 
conglutinin were serum, oxalated plasma, plasma with 
the addition of purified albumin and globulin, solutions 
of albumin and globulin, and mixtures of these. 

Dilution by saline of pooled plasma rapidly reduced 
its ability to conglutinate sensitized red cells, a fact which 
supports the view that conglutinin is identical with 
8-globulin or X-protein of Pedersen which is dissociated 
by dilution. The annulment of the reaction by dilution 
may explain the phenomenon of clumping in the first 
dilution tube noted in some Rh antibody surveys, the 
reaction here being in fact due to conglutination and not 
to agglutination. Fibrinogen appears to be a component 
of the colloidal complex of plasma proteins which make 
up conglutinin since plasma is more potent than serum 
and precipitation of fibrinogen by heating to 56°C. 
reduces the conglutinating power. Addition of 1 part 
of 25°, human albumin to 5 parts of plasma notably 
increases its conglutinin content, which is also increased 
by the addition of y-globulin. Certain mixtures of 
albumin and globulin solutions gave conglutinin titres 
about four times as high as those obtained with un- 
modified pooled plasma, even when the total protein 
contents of the mixture and of the plasma were the same. 


The conglutinin titre of foetal blood is low and in- 
creases very quickly after birth. It has been shown that 
blocking antibodies traverse the placenta more readily 
than do agglutinins. If these two facts can be related 
they may explain the abrupt onset of icterus gravis 
shortly after birth. Wiener now makes a practice of 
removing part of the donor’s plasma and replacing it by 
saline before transfusion in erythroblastosis, in order to 
reduce the increase in the infant’s plasma-protein and 
conglutinin content. Douglas H. Collins 


1733. Some Observations on Bleeding Tendency in 
Thrombocytopenic Purpura 

J. G. ALLEN, G. BoGarbus, L. O. JAcosson, and C. L. 
Spurr. Annals of Internal Medicine (Ann. intern. Med.} 
27, 382-395, Sept., 1947. 5 figs., 6 refs. 


This is a preliminary report upon experience with 
the intravenous injection of toluidine blue as an aid in 
the control of petechial haemorrhages in thrombocyto- 
penia. Six patients were studied; 4 suffered from pur- 
pura in the course of leukaemia and 2 had “ idopathic ” 
purpura. Toluidine blue is fairly well tolerated when 
given intravenously very slowly in doses varying from 
1 to 4 mg. per kilo body weight dissolved in 500 ml. of 
normal saline. The injection should be repeated daily. 
The dye appears to affect capillary permeability, aiding 
only in controlling petechial haemorrhage. The bleed- 
ing time is not shortened, and bleeding from ulcerated 
or denuded areas is not materially altered unless whole 
blood transfusions are given or spontaneous rise in the 
platelet count occurs. 

Evidence is also brought forward that the blood of 
thrombocytopenic patients tolerates heparin less well 
than does normal blood. G. F. Walker 


1734. An Assessment of the Value of Suggested Therapies 
for Leucopenia 
H. CuLvtumpsine. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.] 2, 169-172, Sept., 
1947. 3 refs. 


A leucopenia was produced in rabbits by injection 
of a nitrogen-mustard compound, methyl-bis(f-chloro- 
ethyl) amine hydrochloride. Three substances that have 
been claimed to be effective in human leucopenias of 
various types were given to the treated rabbits. . These 
were: (1) p-chloroxylenol in methylacetamide, (2) a 
leucocytosis-promoting factor from inflammatory exu- 
dates, and (3) sodium succinate solution. All three were 
without effect, the leucopenia due to the nitrogen 
mustard being unaltered. 

[No conclusions are arrived at, nor should any be 
drawn, about the value of these substances in any other 
form of leucopenia.] M. C. G. Isréiels 
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1735. A Microbiological Method of Standardizing Liver 
Extracts 

S. MAHDIHASSAN and V. M. BAKSHI. Nature [Nature, 
Lond.} 160, 404, Sept. 20, 1947. 1 ref. 


A bacterium, Bacterium carotene, producing a red 
pigment was isolated from the insect Cicadella viridis and 
grown on artificial media containing liver extract. The 
basal medium had the following composition: glucose, 
2%; peptone, 1%; citric acid, 0-2%; alkaline sodium 
phosphate, 0-4%; sodium chloride, 0-2%; magnesium 
sulphate, 0-1%. The optimum pH was 7-0. For the liver 
extract 100 g. of sheep’s or goat’s liver was first minced, 
then mixed with 70 ml. water and steam-sterilized for 
14 hours. For every 100 ml. of the final liquid medium 
from 100 to 400 g. of liver was used. Growth occurred 
only when liver extract was added to the medium, and 
it appeared to be related quantitatively to the concentra- 
tion of liver extract. Growth was first apparent after 
72 hours and was suitable for quantitative comparison 
after 7 days. The growth factor present in the liver 
extracts was found to resist autoclaving for 6 hours at 
15-lb. (6-75 kg.) pressure, and to be adsorbed on to 
fuller’s earth and activated charcoal but not on to kaolin. 
It is suggested that this organism may provide a method 
of microbiological assay for standardizing liver extracts. 
A culture of the bacterium has been deposited with the 
Lister Institute. 

[Any laboratory method that may provide a reliable 
test for the haematopoietic activity of liver extracts 
clearly deserves investigation. In the present instance, 
however, it remains to be seen whether this bacterial 
growth factor in liver is identical with the anti-pernicious 
anaemia factor.] L. J. Davis 


1736. The Erythropoietic Activity of Choline Chloride in 
Megaloblastic Anemias 

L. J. Davis and A. Brown. Blood [Blood] 2, 407-425, 
Sept., 1947. 10 figs., 15 refs. 


Choline has been shown to depress erythropoiesis in 
small animals. It is also reported to have induced a 
remission in a single case of pernicious anaemia associated 
with severe fatty changes in the liver. The authors 
report a series of 10 cases of macrocytic anaemia with a 
megaloblastic bone marrow, as shown by sternal puncture, 
treated with oral and intravenous choline. It was without 
effect in a case of Addisonian pernicious anaemia which 
subsequently responded to liver extract, in 1 case of 
megaloblastic anaemia of pregnancy, and in 2 cases 
associated with the sprue syndrome. The authors 
consider that they obtained a significant response in 2 
cases resembling Addisonian pernicious anaemia which 
were refractory to parenteral liver extracts, and secondary 
responses in 2 other cases of Addisonian pernicious 
anaemia and 1 of megaloblastic anaemia of pregnancy, 
all of which had responded to injections of liver extract. 
[The response was temporary and the significance of a 
rise of 3,500 red cells per c.mm. is open to question though 
accepted by the authors.] They suggest that choline 


““may potentiate the effect of liver extracts’’ and is 
effective in cases in which there is some form of hepatic 
dysfunction. The most satisfactory method of ad- 
ministration is by a daily intravenous dose of 1 g., but 
it may also be given by mouth. The authors do not 
consider that choline will prove of value in treatment 
except in rare cases complicated by severe hepatic disease, 
[This paper suggests that the effect of choline on erythro- 
poiesis in man is still unproven and requires further 
investigation. ] Janet Vaughan 


1737. Urinary Phenols in Pernicious Anemia 

M. E. SWENDSEID, B. WANDRUFF, and F. H. BETHELL, 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.] 32, 1242-1247, Oct., 1947. 19 refs. 


Of 6 cases of pernicious anaemia in relapse 5 had 
increased total urinary phenol excretion (320 to 500 mg.). 
Within 48 hours of liver therapy this had fallen to normal 
levels (under 200 mg.) by a reduction in the fraction 
containing the hydroxyphenyl acids. The case with a 
low initial output had a low plasma ascorbic acid, and 
administration of this resulted in an increased output of 
phenols. The authors suggest that the liver principle 
may be associated with the oxidation of tyrosine to 
produce a phenolic derivative which takes part in red 
cell formation. Marjorie Le Vay 


1738. Urinary Phenols in Normal Subjects; Effect of a 
Liver Extract 

M. E. Swenpseip, B. WANDRUFF, and F. H. BETHELL. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.] 32, 1248-1250, Oct., 1947. 4 refs. 


Five normal subjects were kept on a fixed protein diet 
and urinary phenols were estimated. After 2 ml. of 
intramuscular liver extract the total phenol output was 
variable, but the fraction containing the hydroxyphenyl 
acids was decreased and that containing the hydroxide- 
soluble fraction increased. Marjorie Le Vay 


1739. Pernicious Anemia, Nutritional Macrocytic 
Anemia, and Tropical Sprue. A Discussion 

L. Wits. Blood [Blood] 3, 36-56, Jan., 1948. Biblio- 
graphy. 


-1740. Changes in the Bone Marrow in Megaloblastic 


Anemias of Infancy Before and After Folic Acid Therapy 
W. W. ZuELzeER, A. NEWHALL, and L. HutarFr. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.| 
32, 1217-1230, Oct., 1947. 12 figs., 7 refs. 


The bone marrow from 15 patients with megaloblastic , 


anemia of infancy was studied over a period of 21 months 
at the Children’s Hospital, Michigan. In 6 patients 
erythropoiesis was of the megaloblastic type with a high 
proportion of basophilic cells. Seven of the patients 
showed classical megaloblasts in the bone marrow but 
these did not constitute the majority of the immature 
red cells. The bone marrow of the remaining 2 patients 
was of a normoblastic type. 

The sequence of changes seen in the bone marrow after 


t 
t 
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treatment with folic acid was as follows: The megalo- 
blasts lost their characteristic structure, and in 12 to 24 
hours the erythroblasts assumed an appearance inter- 
mediate between that of megloblasts and normoblasts. 
Two days after the treatment started the transformation 
was complete and the bone marrow was essentially of a 
normoblastic pattern. 

The authors of this paper state that their findings 
indicate that only the late eosinophilic megaloblasts 
escape the effect of folic acid and are not transformed 
into normoblasts. This they consider to be due to 
the fact that the cells are past the stage where multiplica- 
tion can occur. They claim that their observations on 
the evolution and regression of the megaloblastic pattern 
donot support either the view that megaloblasts arenormal 
constituents of the marrow or the conception that these 
cells are genetically different from normal erythroblasts 
and are immutably fixed in their characteristics by the 
nature of their ancestry. R. Winston Evans 


1741. Liver and Folic Acid in the Treatment of Nutritional 
Macrocytic Anaemia. A Comparison of Results 

T. A. Kemp. Lancet [Lancet] 2, 350-353, Sept. 6, 1947. 
4 figs., 4 refs. 


A comparison is made of the effects of treating: 
(a) 12 Indian patients suffering from nutritional macro- 
cytic anaemia with 5 ml. liver extract intramuscularly 
on alternate days and gr. 30 (2 g.) ferrous sulphate 
orally daily, and (6) 3 similar patients suffering from 
megaloblastic marrow hyperplasia with synthetic folic 
acid orally in doses of 25, 15, and finally, 5 mg. daily. 
The author considers that the results show that folic 
acid caused a more rapid improvement in the peripheral 
blood, with return of the marrow features to a more 
normoblastic pattern, than did the parenteral liver 
extract with iron by the mouth. John F. Wilkinson 


1742. A New Antibody in Serum of Patients with 
Acquired Hemolytic Anemia 

P. STURGEON. Science [Science] 106, 293-294, Sept. 26, 
1947. 3 refs. 


Coombs, Mourant, and Race showed that the erythro- 
cytes of infants affected with haemolytic disease of the 
newborn were coated with antibody. They demon- 
strated that the presence of this coat caused the washed 
erythrocytes to be agglutinated by an anti-human globulin 
serum (prepared by injecting human globulin into 
rabbits); they also showed that the sera of these infants 
contained free antibody which was demonstrable by 
virtue of the fact that it would, in vitro, coat other Rh- 
positive cells and thus cause them to be agglutinated by 
the anti-human globulin serum. Boorman, Dodd, and 
Loutit (Lancet, 1946, 1, 812) showed that the erythrocytes 
of adults with certain varieties of acquired haemolytic 
anaemia were also coated with antibody, but they failed 
to demonstrate free antibody in the patients’ sera. By 
contrast, the present author, using the same method as 
Coombs ef al., has demonstrated free antibody in the 
sera of 3 patients affected with acquired haemolytic 
anaemia. None of these 3 patients showed auto- 


agglutinins, though one developed autohaemolysis; all 
3 had had a splenectomy. One patient appeared to 
have a large amount of free antibody in the serum, since 
even at a dilution of 1 in 4,000 the serum would sensitize 
normal cells to the anti-human globulin serum. The 
antibody could also be obtained by incubating the patient’s 
cells in saline at 37° C., or better, at 56° C., or by exposing 
normal cells to the patient’s serum and then eluting the 
antibody in saline. The antibody was not reduced in 
potency by exposure to 70° C. for 10 minutes, but was 
apparently destroyed by heating to 80° C. for 10 minutes. 
P. L. Mollison 


1743. Iso-immunization by A and B Blood Factors. 
(Over iso-immunisatie door A en B bloedfactoren) 

L. DE KrRomMe and L. A. M. VAN DER SPEK. Maand- 
schrift voor Kindergeneeskunde [Mschr. Kindergeneesk.] 
15, 303-313, Sept., 1947. 3 refs. 


Iso-immunization with A or B factors can occur after 
transfusions of incompatible blood, but may also take 
place in the so-called hetero-specific pregnancies, in 
which mother and child belong to different ‘ hetero- 
specific’? blood groups. The question arises whether 
such a blood-group incompatibility can have harmful 
effects on the foetus. Von Oettingen and Witebsky 
consider that blood-group substances are not present 
in the chorionic villi, so that the placenta forms a neutral 
zone between mother and child and the iso-antibodies of 
the mother are prevented from reacting with the blood- 
group substances of the foetal cells. The fact that anti-A 
and anti-B antibodies are normally present in the 
mother’s plasma makes the recognition of pathological 
cases of iso-immunization by A and B antigens more 
difficult and involves quantitative determinations of 
anti-A and anti-B antibodies. Since the clinical symp- 
toms of an A or B sensitization are often not very striking 
many cases undoubtedly escape detection. 

In 42 cases of jaundice in the newborn published by 
Wiener Rh-Hr factors were not a contributary cause of 
the sensitization, but incompatibility of the ABO blood 
groups was established 34 times. In a control series of 
2,000 normal newborn infants Halbrecht found only 
530 whose blood group was incompatible with that of 
the mother. Moreover, in a series of 10,000 newborn 
infants Halbrecht found 10 with a mild icterus. In this 
condition, described by him as icterus neonatorum 
praecox, the jaundice developed shortly after birth. 
In some instances the icterus was accompanied by slight 
anaemia. 

The children were not seriously ill; the liver and 
spleen were not enlarged and there were no haemorrhages. 
In 57 of these cases an incompatibility of the blood groups 
existed. Apart from cases of mild icterus and of con- 
genital anaemia incompatibility of ABO blood groups 
may play a part in the causation of typical erythroblasto- 
sis foetalis. In erythroblastosis in children of Rh- 
positive mothers the blood groups ABO of mother and 
child.appear to be incompatible in most cases. 

Of the authors’ 10 cases of A or B sensitization 3 are 
quoted. In the first the infant had multiple petechiae, 
an enlarged spleen, and slight icterus. The mother 
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appeared to be Rh-positive and had the blood formula 
R,-B-MN. Her 3-day-old serum strongly haemolysed 
blood cells of group A. The serum was examined for 
possible Rh-Hr antibodies of the types anti-E, anti-c, 
anti-d. It did not react with R,R, and rr erythrocytes, so 
that the mother had not been immunized by either Rh 
or Hr factors. The anti-A agglutinin titre was 2048. 
The child belonged to group A (R,-A-—MN), and the 
clinical phenomena were the result of an iso-immuniza- 
tion of the mother (B) through the blood cells of the 
child (A). In the second case a routine examination of 
the family showed that mother and child were Rh- 
positive; the father was Rh-negative. No antibodies 
against Rh-negative cells (cde/cde) could be shown in 
the mother’s serum. The ABO types of mother (O) 
and child (B) were incompatible. The titre of anti-B 
bodies in the mother’s serum was 1,024; the titre of 
anti-A antibodies (32) was normal. The clinical report 
showed that the child’s body was covered with haemor- 
rhages at birth, and that 12 hours later a definite icterus 
appeared. Liver and spleen were enlarged. (The 
mother had had an attack of rubella in the second month 
of pregnancy.) In the third case the infant at birth had 
haemorrhages all over the body, especially numerous on 
the trunk; the spleen was enlarged. The mother had had 
rubella in the third month of pregnancy. Both parents 
were Rh-positive. The blood group of the mother (O) 
and that of the child (A) were incompatible. Two 
months after parturition the mother’s blood showed a 
titre of 256 for anti-A antibodies, which is higher than 
normal. 

Probably there is some connexion between the occur- 
rence of rubella and of other infectious diseases during 
pregnancy, the iso-sensitization of the mother, and the 
clinical signs in the child. In cases of congenital 
abnormality, especially if there is a history of infectious 
disease during pregnancy, the blood groups should be 
determined. If the blood groups are incompatible the 
antibody-titre of the mother’s serum must be estimated. 
Man appears to be more sensitive to A and B antigens 
than to the Rh factor. In cases of Rh antagonism 
between mother and child the A or B antigens of the 
foetus may suppress the action of the Rh antigen. 

B. L. Frank 


1744. Red Blood Cell Sensitivity to the Blood-group- 


enzyme 
P. M. Neuba. Science [Science] 106, 296-297, Sept. 26, 
1947. 3 figs., 6 refs. : 


Two ml. of plasma (or serum) from a case of sickle- 
cell anaemia was mixed with 25 ml. of nutrient broth 
and incubated at 37°C. for 24 hours. Washed red 
cells from another patient with the condition, when 
suspended in the fluid medium thus prepared, became 
sickled in from 10 to 30 minutes. The same procedure 


was successful in 4 patients suffering from haemolytic 


jaundice, ulcerative colitis, pernicious anaemia, and 
cancer of the breast respectively. The fresh plasma 
from 2 cases of cirrhosis of the liver, 2 cases of toxaemia 
of pregnancy, and 1 case of myelogenous leukaemia 
produced the sickling effect on red cells directly, without 
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enrichment byculture. This sickle-accelerating substance 
is the same as that originally produced from faeces 
(Neuda and Rosen, J. Lab. clin. Med., 1945, 30, 456), 
and is possibly identical with, or closely related to, 
Schiff’s blood-group enzyme. J. L. Markson 


HAEMATOPOIETIC SYSTEM 


1745. Multiple Myeloma. A Survey Based on Thirty- 
five Cases, Eighteen of which came to Autopsy 

L. LICHTENSTEIN and H. L. Jarre. Archives of Pathology 
[Arch. Path., Chicago] 44, 207-246, Sept., 1947. 10 figs., 
bibliography. 


Multiple myeloma is a malignant disease of the skeleton 
arising from the myeloid tissue proper. Material from 
32 patients, three-quarters of whom were between 40 
and 60 years old, was examined histologically. The 
first symptoms were pain in the back or the chest, loss of 
weight, pathological fracture of an affected bone or a 
palpable bone tumour. In half the cases pain arose 
from the spine, often due to a collapsed vertebra. Any 
bone may contain disease foci. The onset is insidious 
and progress variable. Average survival time is 2 years, 
but 2 of the patients lived for more than 9 years. Long 
remissions, often attributed to radiotherapy but probably 
mostly spontaneous, occur. Bedridden patients die of 
intercurrent disease, and others of anaemia, cachexia, 
ascending urinary infection, or amyloidosis. 

The textbook picture of the disease is rarely seen. 
The. classical radiographic picture of punched-out 
rarefactions in the calvarium is uncommon, unless the 
disease is widespread elsewhere. Occasionally the bone 
marrow is diffusely replaced by myelomatous tissue and 
there is little osteoporosis. Sometimes the bones cut 
with abnormal ease. The cortex is often weakened or 
destroyed by tumour tissue. Normocytic, slightly 
hypochromic anaemia develops in 70% of cases, and 
purpura may be seen. Immature erythroid and myeloid 
cells appear in the peripheral blood and may produce a 
leukaemoid picture. Eosinophilia iscommon. Erythro- 
cytes cluster in excessive rouleaux in smears and clump in 
Hayem’s solution. Atypical plasma or myeloma cells, 
important diagnostically, occur mostly in moderate 
numbers. In 1 case 54% of 40,000 white cells were 
plasma cells. Sternal marrow biopsy is valuable; 
myeloma cells may form up to 65% of all marrow cells. 

In half the cases serum calcium is raised. Calcium 
granules are deposited in the kidneys and renal failure 
may follow. Secondary hyperplasia of the parathyroids 
may develop, but was not seen in this series. Hyper- 
proteinaemia, and more specifically hyperglobulinaemia, 
is seen in about half of the cases. Bence—Jones pro- 
teinuria was present in 10 of 26 cases; it is very variable 
in quantity and occurrence. The serum uric acid, as in 
leukaemia, is increased. Extraskeletal myelomatous 
infiltrations are very uncommon; one was found in the 
liver and one in para-aortic glands. Renal changes, 
such as extensive interstitial scarring and dense eosino- 
philic hyaline-like plugs in the collecting tubules, lead to 
azotaemia and occasionally to hypertension. They are 
not related to Bence-Jones proteinuria. Amyloid is 
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deposited in 10% of cases in neoplastic tissue, muscles, 
skin, heart, and lungs, and is often only detected in 
sections, though it may be very extensive. The con- 
nexion between apparently solitary myeloma and multiple 
myeloma is obscure. Two cases started as isolated 
tumours. Sternal puncture should help to exclude 
myelomatosis. 

Myeloma tissue consists of large aggregates of compact 
cells without discernible intercellular material and with 
little stroma. The cytological picture varies. One 
type of cell, the plasmacytoma, is small. The other is 
larger with compact but often bizarre nuclei and abundant 
cytoplasm, which may be vacuolated or contain Auer- 
rods, both inclusions probably being of a proteinaceous 
nature. There is no essential difference between the two 
types, except, apparently, one of maturity. The common 
ancestral cell is probably an abnormal haematic cell. 
The disease is related to leukaemia and belongs to the 
family of neoplasms of haematic origin. 

Treatment is mainly palliative and aims at the relief 
of bone pain and of anaemia. Stilbamidine may be 
tried. E. Neumark 


1746. Urethane and Stilbamidine in Multiple Myeloma. 
Report on Two Cases 

N. ALWALL. Lancet [Lancet] 2, 388-389, Sept. 13, 
1947. 2 refs. 


The favourable effects of stilbamidine on pain due to 
myeloma, as reported by Snapper, are confirmed in the 
case of a woman, aged 56, who had had pain due to 
multiple myeloma for 3 years. Treatment with urethane 
had given no relief, confirming the results of Paterson 
et al. On the other hand, in another case, in a woman 
aged 50 with a year’s history of fatigue and shortness of 
breath but no pains, the symptoms, blood changes, and 
albuminuria disappeared after treatment with urethane. 
Myeloma cells could no longer be found in the sternal 
marrow. No improvement in the bones could be detected 
by radiography. Time of observation: 8 months from 
the beginning of the treatment.—[Author’s summary.] 


1747. The Influence of Stilbamidine upon Kidney 
Function, Liver Function, and Peripheral Blood in Multiple 
Myeloma 

H. Arar and I. SNAppeR. New York State Journal of 
Medicine [N.Y. St. J. Med.| 47, 1867-1874, Sept. 1, 
1947. 21 refs. 


The authors discuss the toxic effects of stilbamidine, 
and report their findings in the treatment of 26 patients 
suffering from multiple myeloma. The kidney and 
liver functions were studied during and after stilbamidine 
therapy. To all the patients 150 mg. of freshly-prepared 
stilbamidine solution was given intravenously or intra- 
muscularly every day or every other day. The total 
dose varied from 1,950 to 6,475 mg. Renal function was 
studied by estimation of the urea nitrogen, non-protein 
nitrogen, and creatinine in the serum, and by the urine 
concentration test and the phenolsulphonphthalein excre- 
tion test. The effect on the liver was determined by the 
cephalin flocculation test, thymol turbidity test, and 


_ estimations of icterus index, bilirubin, serum cholesterol, 


and serum cholesterol esters, and in some cases by hippuric 
acid excretion and glycuronic acid excretion. ; 
In 24 patients there were no significant changes 

suggestive of impairment of kidney or liver function 
during or after stilbamidine therapy. One case indeed 
suggested that the freshly-prepared drug can be given in 
massive dosage without demonstrable effect on liver or 
kidney. Two patients who showed evidence of renal 
impairment during treatment were proved to have 
serious involvement of the kidney with myeloma. 
Stilbamidine even in the large dosage given in the series 
did not appear to have any effect on the haematopoietic 
system. In 18 cases treated by the authors with large 
doses of the drug and studied for more than 2 months 
after cessation of treatment there were 10 instances 
of diamidino-stilbene neuropathy. It is believed that 
this is the result of toxic degeneration of the principal 
sensory nucleus of the trigeminal nerve, and that this 
selective action may be due to the ethylene component 
of the drug. The principal symptoms are paraesthesiae 
and anaesthesia limited to the forehead and face, with 
occasional spread to the neck. The authors conclude 
that although there is no conclusive evidence of renal or 
hepatic damage due to treatment with stilbamidine, the 
influence on the kidney function of patients with myeloma 
must be carefully watched, especially in those with 
Bence-Jones proteinuria. There is a high incidence of 
neuropathy, but the symptoms tend to subside gradually 
and spontaneously and cause only vague discomfort. 
The neuropathy does not endanger life, and once it 
develops there is no progression even after stilbamidine 
injections are resumed. G. Hesketh 


1748. Nitrogen Mustard as a Therapeutic Agent for 
Hodgkin’s Disease, Lymphosarcoma and Leukemia 

M. W. Wintrose, C. M. HuGutey, M. T. MCLENNAN, 
and L. PENNA DE CARVALHO Lima. Annals of Internal 
Medicine [Ann. intern. Med.] 27, 529-540, Oct., 1947. 
4 figs., 4 refs. 


The nitrogen mustard methyl-bis(8-chloroethyl)amine 
hydrochloride is a therapeutic agent with biological 
action akin to radiant energy. This is a preliminary 
account of its action in Hodgkin’s disease (28 cases), 
lymphosarcoma (11 cases), and leukaemia (18 cases). 
Beneficial effects were seen in all conditions, and especi- 
ally in cases of Hodgkin’s disease resistant to x-ray ~ 
therapy. Toxic manifestations were seen in all cases, 
but these varied greatly. Nausea and vomiting were 
common. The technique of administration is described 
in detail and for this the original paper should be con- 
sulted. The drug is given in doses of 0-1 mg. per kilo 
body weight intravenously in saline infusion. The 
authors are convinced that the nitrogen mustards are 
therapeutic agents of great promise, and that there is an 
opportunity for valuable research, especially for less 
toxic derivatives or allied substances. G. F. Walker 


1749. Iron Metabolism 
M. Hynes. Journal of Clinical Pathology [J. clin. Path.] 
1, 57-67, Feb., 1948. 34 refs. 
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Respiratory Disorders 


1750. Studies on the Air Transmission of Micro-organisms 
Derived from the Respiratory Tract. I. Lactobacillus 
acidophilus as a Test Organism 

H. pu Buy, F. A. ARNOLD, and B. J. OLseN. Public 
Health Reports {|Publ. Hith Rep., Wash.} 62, 1391-1413, 
Sept. 26, 1947. 3 figs., 24 refs. 


As preliminary studies have failed to demonstrate 
Mycobacterium tuberculosis in the air immediately 
surrounding patients suffering from open pulmonary 
tuberculosis, the authors sought a non-pathogenic test 
organism, occurring in the oral cavity of normal 
individuals, which could be used in experiments designed 
to evaluate these negative results. Lactobacillus acido- 
philus was chosen because it was non-pathogenic, because 
it was a normal inhabitant of the oral cavity, and because 
its numbers in the mouth of any one individual were 
reasonably constant from day to day. 

The main object of the investigation appears to have 
been to establish quantitative relationships (1) between 
the number of lactobacilli in the respiratory tract of 
subjects and the number in the air surrounding them, 
and (2) between the number of lactobacilli in an atomizer 
and, under controlled conditions, the number in the air 
surrounding the mouth of the apparatus after atomiza- 
tion. The estimation of the bacterial content of the 
saliva was taken as being equivalent to the content of 
the respiratory tract. Salivation and expectoration were 
promoted by chewing paraffin wax. The saliva was 
collected in 50-ml. vials, which were shaken by a standard 
technique; it was diluted 1 in 5 with 1% dextrose horse- 
meat infusion broth (pH 5-0) and 0-1 ml. was plated in 
tomato-juice agar (pH 5-0). On this medium lacto- 
bacillus colonies have a characteristic appearance and 
colony-counting after 96 hours’ incubation at 37° C. is 
simple. Bacterial suspensions of pure cultures of 
lactobacilli were standardized by nephelometer readings 
or by direct colony counts. 

In air-sampling the standard-size open Petri dish and a 
Folin type tube-bubbler containing saline or dextrose 
broth were used. The quantity of air bubbled through 
the Folin tube was measured by a flowmeter. The 
atomizer was a modification of the Graeser type in 
which the baffle retained most of the coarse droplets 
and certain numbers of the bacteria. It is suggested that 
the aerodynamic conditions in this apparatus resemble 
those in the human oral cavity. 

Out of a number of experiments where the subjects 
had relatively high lactobacillus counts in saliva, in only 
1 case could lactobacilli be recovered in bubbler samples 
of 20 cu. ft. (0-6 m.*) of air collected 6 in. (15 cm.) from 
the mouth of the speaking individual. Open plates in 
front of the subjects yielded an average of 4-3 colonies 
per plate. When an individual with a lactobacillus 
count of 200,000 per ml. coughed for 10 minutes the 
colony counts from samples were 90. In another 


individual where the saliva count was 20,000 per ml. the 
sampler count was 3. The atomizer retained consider- 
able numbers of the bacteria atomized. By connecting 
the mouth of the atomizer directly with the sampler it 
was possible to obtain reliable information regarding the 
number of bacteria expelled from the suspension by 
atomization and the number retained by the atomizer. 
The medium employed for suspending the bacteria in 
the atomizer influenced considerably the percentage of 
organisms expelled from the atomizer. For instance, 
when the suspending medium was 5% mucin, only 
5-7% of the organisms were recovered from the sampler, 
whereas a saline suspension resulted in 15-6°% recovery. 
Whether quantitative studies with other organisms 
would yield results of the same order is not known, but 


. it would seem that very few lactobacilli became directly 


airborne. In other words, when lactobacilli are sus- 
pended in the air from a liquid medium either by natural 
or by artificial means they settle out of the air very 
rapidly. H. J. Bensted 


1751. Bronchial Lavage for Bronchiectasis. A Pre- 
liminary Report of a Simplified Technique 

I. P. STEVENSON. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 56, 279-286, Oct., 1947. 6 refs. © 


In the author’s method of bronchial lavage the posterior 
pharynx and larynx are anaesthetized by spray and appli- 
cator with 1 or 2% “* pontocaine”’ solution, and 20 to 
30 ml. of lavage solution is run on to the larynx through 
a tracheal cannula. Physiological saline can be used for 
the lavage, but Bledisloe—Fischer solution, which is a 
modified, slightly hypertonic, Ringer’s solution, was 
found more satisfactory. The patient coughs this up 
and the lavage is repeated two or three times. A 
medicated solution is then instilled and allowed to remain 
for a short while before being expelled. The most useful 
medicament was found to be 20,000 units of penicillin 
in 20 to 30 ml. of the solution. When the patient is 
accustomed to the procedure he can tilt his trunk so 
that the fluid reaches different bronchi. Preliminary 
sedation may sometimes be necessary, but patients soon 
become used to the procedure and are able to dispense 
with anaesthesia. Treatment should be given three to 
five times weekly at first and daily later. After 2 weeks 


the patient should be taught to carry out the lavage - 


himself. The interval between treatments may later be 
increased. 

Some undesirable reactions occurred. Palpitations, 
sweating, and dizziness were thought to be due to 
sensitivity to the pontocaine, and were seldom seen in 
later lavages when less anaesthetic was needed. The 
patient sometimes became dyspnoeic during and after 
the lavage, probably because of spasm of the bronchioles; 
dyspnoea usually disappeared within an hour. Febrile 
reactions of varying severity occurred 4 to 8 hours after 
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the treatment, but were not serious. Pleuritic pains 
sometimes lasting for a day or two were also observed. 
The only serious contraindication was lack of co-opera- 
tion by the patient. 

The treatment is recommended for all cases of bronchi- 
ectasis, either as a preparation for operation or for relief 
in inoperable cases. A report is given of 3 cases in 
which considerable relief of symptoms and improvement 
in general condition resulted. The author hopes to 
report later on a larger series. L. M. Franklin 


1752. Primary Carcinoma of the Trachea 
P. ELLMAN and H. WauitraKer. Thorax [Thorax] 2, 
153-162, Sept., 1947. Bibliography. 


The authors summarize and discuss the literature on 
tracheal tumours and describe a case shown at necropsy 
to be one of carcinoma of the trachea. The patient first 
complained’ of hoarseness, largely due to recurrent 
laryngeal palsy, and had signs deriving from transient 
collapse of the lower lobe of the left lung. The tumour 
arose on the posterior wall of the trachea in its lower 
third. Part of the growth nearly 2 cm. in diameter 
projected into the lumen and a much larger mass 
measuring some 5 x 3 cm. extended into the mediastinum. 
Paratracheal glands and those at the bifurcation of the 
trachea were involved by metastases, but no other 
spread of the tumour was found. Temporary collapse 
of the left lower lobe and a terminal bronchopneumonia 
were presumably due to sputum retention. Despite the 
fact that the patient ultimately died of asphyxia, stridor 
does not appear to have been a dominant symptom. 
The respiration is described as wheezing and asthmatic 
in character, the dyspnoea being paroxysmal at night. 
The patient had a cough, productive of up to 8 oz. 
(228 ml.) of mucopurulent sputum daily. Section of 
the growth showed it to be a squamous-celled carcinoma. 

W. D. W. Brooks 


1753. Bismuth in Tonsillar Infections. (Las infecciones 
amigdalares y el bismuto) 

A. MONTERO RODRIGUEZ. Medicina Espafiola (Med. 
esp.] 18, 303-310, Sept., 1947. 


A comparison is made of the results of treatment of 
acute tonsillitis with sulphonamides and metallic bismuth. 
The author favours the latter drug because it is non-toxic 
and rapid in action and the duration of treatment is 
shortened. He gives 0-045 g. per rectum every 24 hours. 
Symptoms abate in 12 to 24 hours and there is complete 
cure in 2 to 3 days. Paul B. Woolley 


See also Section Paediatrics, Abstract 1675. 


1754. Intra-pleural Irritation. (Considérations sur 
lirritation intra-pleurale) 

J. Averous and J. NicoLas. Poumon [Poumon] 3, 
275-286, July—Aug., 1947. 7 figs. 


This paper advocates the use of gold salts as an intra- 
pleural irritant, 0-02 to 0-1 g. of “ crisalbine ’’ dissolved 


in 5 to 10 ml. of distilled water being injected intra- | 


pleurally in ascending doses at intervals of days or weeks. 
The main indications for this therapy are: (1) Certain 
cases in which thoracoscopy has shown that adhesions 
are too short for section. After treatment the adhesions 
are said to lengthen and so make operation possible. 
[The statement is didactic; no supporting evidence is 
offered.] (2) Tension cavities or other cavities which 
fail to close under an adhesion-free pneumothorax. 
The method is most likely to succeed in recent and 
comparatively “‘ soft’’ lesions. Its success is attributed 
to a vasomotor reflex, initiated by the stimulus to the 
pleura and followed by a retracting sclerosis. Three 
successful cases are quoted in detail. 

[No indication is given of the number of cases in which 
the method was tried. From the case histories it seems — 
that ascending doses are given until a small pleural 
effusion appears. In 2 of the cases there was slight 
fever with the reaction. Pain, which is so severe after 
intrapleural administration of silver nitrate, is not 
mentioned. ] John Crofton 


1755. Staphylococcal Pneumonia in Childhood. Patho- 
logical Considerations 

K. J. and G. L. Montcomery. Lancet 
[Lancet] 2, 752-755, Nov. 22, 1947. 30 refs. 


This paper is concerned with 55 cases of staphylococcal 
pneumonia coming to necropsy at the Royal Hospital 
for Sick Children, Glasgow, in the decade 1936-45, and 
a further 16 occurring during an outbreak of staphy- 
lococcal infection at a maternity nursery. Two-thirds 
of the first group of patients were under 6 months of 
age. The lungs of those who died in the early stages 
showed macroscopically a red haemorrhagic pneumonia, 
diffuse or localized. In the later stages there was a 
diffuse, greyish change, with local suppurative softening 
and sometimes frank abscess formation. Suppurative 
bronchitis or bronchiolitis was often present and empyema 
occurred in a little under 50%; pyopneumothorax was 
seen once only. [This complication is said to be not 
uncommon in staphylococcal pneumonia in infants.] 
Microscopically, in the early stages foci in which the 
alveoli were stuffed with red cells were surrounded by 
zones containing oedema fluid. In the later stages small 
abscesses were separated by oedematous or haemorrhagic 
lung tissue. From the lungs pure cultures of deeply 
pigmented, non-haemolytic staphylococci were obtained, 
which, in the cases in which they were tested, were 
coagulase-positive and penicillin-sensitive. The disease 
was often rapidly fatal, sometimes within 48 hours of 
onset. Severe dyspnoea was often the first symptom; 
less frequently the disease began with cough, vomiting, 
orrigor. In small children sputum is not usually obtain- 
able and throat swabs and lung punctures were found to 
be unreliable. [Presumably it is for this reason that no 
mortality rates are given.] With this difficulty in bacterio- 
logical diagnosis the authors recommend immediate 
administration of penicillin in all cases of severe pneu- 
morfia in children. They find that staphylococcal 
pneumonia has become commoner in recent years, as 
shown both by necropsy studies and by the increased 
proportion of staphylococcal empyema. 
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In the maternity nursery the disease mainly affected 
premature infants, and the outbreak coincided with an 
epidemic of “ clinical influenza’? among the mothers 
and nurses. The staphylococcal carrier rate among the 
staff was not unduly high, and staphylococci were not 
isolated from the infants’ feeds. Most of the infants, 
however, were nasal carriers of staphylococci, and the 
pneumonia was therefore thought to have been endo- 
genous, possibly with a virus infection as a predisposing 
factor. Clinically the onset was characterized by sudden 
collapse, leading to dehydration and cyanosis within 48 
hours, and without localizing symptoms. Bacterio- 
logically Staphylococcus aureus was isolated before or 
after death from 27 out of 31 throat swabs, 40 out of 
54 cultures from lung punctures, and about half of 50 
combined lung and spleen cultures. Apart from the 
absence of empyema and less obvious macroscopic 
bronchitis the morbid anatomy showed no significant 
difference from that of the first group. John Crofton 


1756. Studies on the Mechanism of Recovery in Pneu- 
monia Due to Friedlinder’s Bacillus. I. The Pathogenesis 
of Experimental Friedlander’s Bacillus Pneumonia 

L. SALE and W. B. Woop. Journal of Experimental 
Medicine [J. exp. Med.] 86, 239-248, Sept. 1, 1947. 
15 figs., 24 refs. 


1757. Studies on the Mechanism of Recovery in Pneu- 
monia Due to Friedliinder’s Bacillus. II. The Effect of 
Sulfonamide Chemotherapy upon the Pulmonary Lesion of 
Experimental Friedlaader’s Bacillus Pneumonia 

L. Sate, M. R. SmirH, and W. B. Woop. Journal of 
Experimental Medicine [J. exp. Med.] 86, 249-256, 
Sept. 1, 1947. 10 figs., 19 refs. 


1758. Studies on the Mechanism of Recovery in Pneu- 
monia Due to Friedlinder’s Bacillus. III. The Role of 
“Surface Phagocytosis’? in the Destruction of the 
Microorganisms in the Lung 

M. R. SMITH and W. B. Woop. Journal of Experimental 
Medicine [J. exp. Med.] 86, 257-266, Sept. 1, 1947. 
17 figs., 8 refs. : 


White rats were inoculated intrabronchially with 
0-15 ml. of a suspension of type A Friedlander’s bacilli in 
6% mucin. Bacteriaemia rapidly developed, and 
fibrinous pleurisy and/or pericarditis were constant 
features. The bacilli were easily recoverable from blood 
and exudates. 

The first paper discusses the histological features of 
the pulmonary lesions, which were lobar in character. 
The outer margin is characterized by a zone of oedema, 
which contains many bacteria. These multiply actively 
and seem to spread by way of the pores of Cohn. The 
bronchi also contain infected oedematous fluid. In the 
middle zone the alveoli are packed with leucocytes and 
macrophages, but phagocytosis is not a marked feature. 
The central zone shows two contrasting processes: 
intense phagocytosis next to areas in which the alveoli 
are packed with bacilli. Fibrin is also present in the 
centre, and abscess formation can be observed. The 
picture differs in three aspects from pneumococcal 
pneumonia: (1) the number of bacilli is far greater: 
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this is explained by the acid character of the exudate 
and the ability of the Friedlander’s bacillus to multiply 
at a lower pH; (2) the tendency towards abscess forma- 
tion; and (3) the evidence of very early organization. 

The second paper describes the effects of sulphonamide 
treatment on the course of Friedlander pneumonia in 
rats. Sulphadiazine and sulphamerazine were used. 
When treatment was begun 6 hours after inoculation 
94% of the animals survived the infection. When treat- 
ment was delayed for 9 or 12 hours the figures were 
73 and 60% respectively, while all animals died when 
treatment was begun after 18 hours. Bacteriaemia was 
present in about half the rats after 6 hours of treatment, 
while after 1 week’s treatment the blood was ‘sterile in 
all. The oedematous zone after 6 hours of therapy still 
contained large number of bacilli, but these were pleo- 
morphic and apparently dying. With prolonged treat- 
ment phagocytosis by polymorphonuclear leucocytes 
increased; in the later stages phagocytosis was carried 
out by mononuclear cells. After 90 hours, extracellular 
organisms were no longer visible. The incidence of 
abscess formation rose with delay in treatment. Investi- 
gations of circulating antibodies revealed that no 
antibody was present in the blood until after at least 
4 days of treatment. 

The last paper describes two processes called surface 
phagocytosis and intercellular surface phagocytosis. 
The authors show by various in vitro experiments that the 
leucocytes are able to ingest unopsonized Friedlander 
bacilli only by pinning them against the alveolar or 
bronchial walls, or against the surfaces of adjacent 
leucocytes. They prove that most of the ingested bacilli 
are unable to multiply. Intracellular multiplication is 
dependent on the death of the leucocyte, and rarely 
occurs. Failure of the leucocytes to rid abscesses of 
bacteria is ascribed to two factors: (1) the absence of 
normal alveolar walls in the abscess deprives leucocytes 
of much tissue surface upon which they operate in the 
intact lung; and (2) most of the leucocytes, especially 
in the centre of an abscess, cannot attack bacteria because 
they are non-motile; this is partly due to lack of oxygen. 

R. Salm 


1759. Fatal Haemorrhage in Aberrant Lung Tissue. 
Report of a Case 

F. D. Hart and A. C. Jones. Lancet [Lancet] 2, 722- 
723, Nov. 15, 1947. 7 refs. 


A case of fatal haemorrhage into aberrant lung tissue 
is described in a young man previously perfectly healthy. 
Attention is drawn to the fact that such aberrant tissue 
is unusually liable to infection and haemorrhage. There 
being no connecting bronchus, manifestations of such 
complications may be difficult to interpret unless the 
condition is kept in mind.—[{Authors’ summary.] 


For silicosis, see Section Hygiene and Public Health, 
Abstracts 1512-15. 


1760. Virus Pneumonia 
G. R. McCutcHan. American Journal of Medicine 
[Amer. J. Med.] 3, 323-334, Sept., 1947. 19 figs., 24 refs. 


Digestive 


1761. Chronic Ulcerative Gingivitis and Focal Infection 
F. Hitminc. British Dental Journal [Brit. dent. J.) 83, 
49-53, Aug. 1, 1947. 3 figs., 5 refs. 


The author describes an important aid to differential 
diagnosis of ulcerative gingivitis and catarrhal gingivitis. 
If a blunt probe is passed over the gingivae in the inter- 
dental spaces with a definite amount of pressure pain is 
caused in the former condition and not in the latter. 

In 27 of 53 cases of chronic ulcerative gingivitis 
general symptoms were present in addition to the gingival 
inflammation, and in 24 of these there was either rise in 
temperature (rectal) or an increased erythrocyte sedimen- 
tation rate; these symptoms disappeared after treatment 
of the local infection. It is concluded that comparatively 
quiescent chronic ulcerative gingivitis, which is often 
ignored, affects the general health in many cases. Mal- 
nutrition was thought to be an important factor in 
producing the condition; where penicillin was of no 
avail the Danish preparation “ferrosan’’ (from an 
extract of jaws of young calves) appeared to be effective. 
The author emphasizes that chronic ulcerative gingivitis 
should always be considered as a possible cause of 
lassitude or of so-called neurotic complaints in which 
there is a slight rise in the sedimentation rate and the 
patient is afebrile. D. Robertson-Ritchie 


1762. Lactobacillus acidophilus Counts in the Saliva 
of Children Drinking Artificially Fluorinated and Fluorine- 
free Communal Waters 

S. B. Finn and D. B. Ast. Science [Science] 106, 292- 
293, Sept. 26, 1947. 1 fig., 7 refs. 


To determine the efficacy of introducing fluorine 
artificially into a public water supply for the purpose of 
reducing the incidence of dental caries, 1 part per 
million of fluorine as sodium fluoride has been 
incorporated into the water supply of Newburgh, N.Y., 
continuously since May,.1945. Kingston, a comparable 
city, consuming fluorine-free water, was used for control 
purposes. It has been shown by Dean et al. (Publ. 
Hith Rep., 1941, 56, 761) that in areas in which fluorine 
occurs naturally in the drinking water the incidence of 
dental decay among the group of the population studied 
(children 12 to 14 years old) is lower than expected. In 
these fluoride areas the proportion of-negative lacto- 
bacillus counts (37-4%) is much greater than expected 
and the proportion of high counts (27-5%) smaller than 
expected, when the drinking water contains more than 
1 part per million fluorine. The results of these bacterio- 
logical studies tend to confirm the dental findings. 

Samples of saliva from Newburgh over 2 years showed 
an increase of negative units from 11-9 to 15-4% and a 
decrease in the percentage of high lactobacillus counts 
from 63-5 to 55-2; in the same period in Kingston the 
percentages showed no significant change. Higher 


Disorders 


fluorine concentration has been shown to reduce dental 
caries after the eruption of teeth. The authors point 
out that since all the Newburgh children drank water 
containing fluorine after the eruption of teeth, “ the 
lactobacillus counts bear on the controversial question 
of the effect of fluorine after the eruption of the teeth ”’. 
D. Robertson-Ritchie 


1763. Experimental Investigations of Parodontal Disease. 
IV. Gnawing of Sugar Cane in the Treatment of Non- 
ulcerative Gingival Disease in Man 

J. D. Kine. British Dental Journal (Brit. dent. J.) 82, 
61-69, Feb. 7, 1947. 16 figs., 5 refs. 


The author has demonstrated that parodontal disease 
in ferrets can be cured by the gnawing of bone, and he has 
now investigated the effect of sugar cane on non-ulcera- 
tive lesions of the anterior portions of the gums. In 9 
adult and 19 adolescent human beings bleeding and sore- 
ness ceased rapidly and the general dental hygiene 
improved after they gnawed short lengths of longitudin- 
ally-split sugar cane. The improvement depended on the 
ability of the cane to remove dental calculus and to 
counteract the bad effects of mouth-breathing. With soft 
easily-removable tartar the improvement was almost 
immediate. It was probably due to mechanical cleansing 
of the teeth and stimulation of natural defences. 
Increased salivation and the chemical or antibacterial 
properties of the sugar juice may have helped also: the 
author gives a tentative explanation for the results and 
suggests a possible application in man. 

D. Robertson-Ritchie 


STOMACH 


1764. Observations on Gastric Atrophy After Liver 
Therapy 

E. B. Benepict. Journal of the National Cancer Institute 
[J. nat. Cancer Inst.] 7, 321-325, April, 1947. 6 refs. 


Gastric atrophy is recognizable during life by gastro- 
scopic examination, when large areas of mucous 
membrane are seen to be pale and thin with a network 
of easily visible blood vessels. Gastroscopic examination 
also affords evidence of disappearance of atrophy and 
hypertrophy following specific therapy in cases of 
pernicious anaemia. The gastric mucosa is seen to be 
improved in colour, there is increased thickness, blood 
vessels are no longer visible, and the mucosa is less 
fragile. 

Pathological examination of stomachs with gastric 
atrophy shows a progressive diminution of the epithelial 
elements, particularly at the bases of the glands. A gap, 
which becomes fibrous, separates the mucosa from the 
muscularis mucosae. Acute or chronic inflammatory 
infiltration may be superadded. Pathological evidence 
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from post-mortem specimens has not so far substantiated 
the gastroscopic evidence of apparent improvement in 
the gastric mucosa after specific therapy. Localized 
gastric atrophy has been found in association with 
peptic ulcer, gastric polyps, carcinoma ventriculi, and 
chronic superficial gastritis, also after gastric resection. 
Diffuse gastric atrophy occurs idiopathically; after liver 
therapy there is clinical improvement, and the gastro- 
scope reveals improvement. Diffuse gastric atrophy 
also occurs in association with pernicious anaemia. 
The high incidence of stomach tumours in gastric atrophy 
suggests that the maintenance of a normal healthy 
gastric mucosa is of some help in preventing tumour of 
the stomach. L. Woodhouse Price 


1765. Distribution of Parietal Cells in Gastric Diseases 
W. A. MEISSNER. Archives of Pathology [Arch. Path., 
Chicago] 44, 261-268, Sept., 1947. 7 figs., 7 refs. 


The condition of the parietal (oxyntic) cells of the 
stomach has been investigated in 200 specimens removed 
at gastrectomy, fixed soon after removal in Zenker’s 
solution; 81 had been removed for duodenal ulcer, 80 
for gastric carcinoma, and 39 for gastric ulcer. Blocks 
were taken from representative areas in each specimen, 
and the number of parietal cells assessed as either 
abundant ”’ or “* few”’. 

In all specimens the number of parietal cells diminished 
from the fundus to the pylorus. At any level the cells 
were also fewer at the lesser curvature. This is said to 
be in agreement with the findings of Berger in normal 
stomachs. In the pyloric canal and antrum parietal 
cells were few, and comparable in number in stomachs 
affected by ulcer and cancer. 

A small number of parietal cells was found in the body 
and fundus of 54% of the specimens from cases of gastric 
carcinoma, 30% of those from cases of gastric ulcer, and 
10% of those from cases of duodenal ulcer. Scanty 
parietal cells were not a constant feature in carcinoma 
and many stomachs in which there was complete achlor- 
hydria showed abundant parietal cells. No qualitative 
changes, specific for the diseases under investigation, 
were demonstrated in the parietal cells. 

C. C. S. Pike 


1766. The Relationship of Glutamic and Aspartic Acids 
to the Production of Nausea and Vomiting in Man 
C. J. SMytu, S. Levey, and A. G. LAsSICHAK. American 


Journal of the Medical Sciences [Amer. J. med. Sci.] 214, 


281-285, Sept., 1947. 7 refs. 


The subjects used in this study were hospital patients 
chosen on the basis of their willingness to co-operate. 

Glutamic acid was administered intravenously to 17 
subjects. A test dose of 0-82 g. of /-glutamic acid 
dissolved in 500 ml. of an 8% solution of the amino-acid 
mixture “ VUJ” (which contains the ten “ essential ” 
amino-acids plus glycine) was administered to the first 
3 subjects. For the remainder, the amount of glutamic 
acid was increased to 8-2 g. dissolved in either 500 ml. 
of an 8% solution of “* VUJ”’ mixture or in water. In 
all instances the glutamic acid was partially neutralized 
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with sodium bicarbonate to bring the pH of the mixture 
approximately to that of the original “* VUJ”’ mixture. 
dl-Aspariic acid was administered to 13 subjects at a 
concentration of 2-1 g. per 500 ml. of 8% “VUJ” 
mixture. The amounts of glutamic and aspartic acids 
administered were calculated on the basis of the amino- 
acid content of casein, being estimated as those which 
would appear in a casein hydrolysate equivalent to 500 ml. 
of 8% “* VUJ”’ mixture. Some subjects (whose voluntary 
food consumption was being estimated) received three 
infusions (1,500 ml.) of the supplemented “ VUJ” 
solution daily for 3 days. The remainder received only 
one single infusion (500 ml.). As a control, unsupple- 
mented ** VUJ ”’ solution was administered intravenously 
to 9 patients. Most of the subjects were given infusions 
at rates approximating to 16 ml. per minute. 

Of the entire group of 17 subjects who received 
glutamic acid dissolved in either “‘ VUJ”’ or water, 8 
vomited and 3 became nauseated. Two additional 
subjects became dizzy. It is of interest that certain 
patients tolerated 9 doses of “ VUJ” fortified with 
glutamic acid without experiencing either nausea or 
vomiting. (With the administration of this prepara- 
tion occlusion of the veins was a common occurrence.) 
A marked decrease in food consumption was observed 
in 2 subjects (who had received the low dose of glutamic 
acid): 1 had vomited violently, the other had had 
nausea. Of the 13 subjects who received the supplement 
of aspartic acid added to 8% ** VUJ ”’ solution, 1 became 
flushed and 4 complained of nausea. The 8% “ VUJ” 
solution alone was administered intravenously to 9 
patients—a total of 41 infusions. In no instance ‘did 
nausea or vomiting occur. Joseph Parness 


1767. Contribution to the Study of Gastric Ulcer. 
If. Production of Gastric Ulcers by Irradiation of the 
Stomach Alone in the Rabbit, and its Relation to the 
Pathogenesis of Chronic Ulcer in Man. (Contribution a 
l’étude de lulcére gastrique. III. Sur la production 
d’ulcéres gastriques par irradiation de l’estomac seul 
chez le lapin. Essai d’application a la pathogénie de 
Pulcére chronique chez 

H. Betz. Revue Belge de Pathologie et de Médecine 
Expérimentale [Rev. belge Path.| 18, 143-169, May, 
1947. 13 figs., 58 refs. 


In the first series of experiments 14 rabbits weighing 
1-5 to 2 kg. were irradiated with 1,500 r over a field 
localized over the stomach of 6x 8 cm. (180 kV, 20 mA, 
l-mm. copper filter, and skin focus distance of 40 cm.). 
The rabbits showed no general symptoms and maintained 
their weight. They were killed at varying intervals 
ranging from 8 to 31 days. In 8 there were no macro- 
scopic lesions, in 3 there were superficial haemorrhages, 
and in 3 superficial zones of necrosis. The same experi- 
mental procedure was repeated- in a further series of 
20 rabbits, except that 2,000 r were given. The animals 
again maintained their appetite, health, and weight. All 
11 animals killed after the twentieth day had ulcers 
(2 perforated); 2 killed on the fifteenth and nineteenth 
days had perforated ulcers; 4 killed between the fifteenth 
and eighteenth days had zones of necrosis; and 3 killed 
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between the tenth and fifteenth days had no macroscopic 
lesions. The authors call attention to the importance 
of limiting the radiation to the stomach. Rabbits 
receiving 1,500 r through the same size of field to the 
small intestine, or through a larger field which included 
the small intestine, died of toxaemia in 7 to 10 days. 
In a third and fourth series of experiments it is claimed 
that sensitizing intraperitoneal injections of beef serum 
alone failed to produce ulcers, whereas beef serum to- 
gether with 1,500 r regularly caused ulcers. [Unfortu- 
nately this experiment appears to have been badly con- 
trolled, the animals in the control series having been 
killed too soon.] 

Careful histological studies of the development and 
healing of the various types of lesion obtained show that 
their appearance is identical with that of acute lesions 
seen in the human stomach. The authors make out a 
convincing case for the theory that the factors responsible 
are capillary stasis and increased permeability. The 
numerous well-known arguments against the primary 
role of the gastric acidity or of some change in the 
superficial epithelium and its mucous layer are well set 
out. 

[This paper contains an excellent review of the aetiology 
of acute peptic ulcer in man, a subject almost completely 
disregarded in English and American literature, as well 
as some interesting original work.] Denys Jennings 


1768. The Duodeno-jejunal Valve and its Function. 
(Sobre la valvula duodeno-yeyunal y su mision funcional) 
A. ALVAREZ MorujJo. Medicina [Medicina, Madrid] 15, 
172-182, Sept., 1947. 11 figs., 13 refs. 


Descriptions of the duodenum, especially of its caudal 
limits, vary. The view that the duodenum ends at the 
beginning of the mesentery does not accord with embryo- 
logical conditions, blood supply, or function. The 
duodenum ends at the junction of fore and hind guts. 
This view is supported by the existence of a valve and 
sphincter a little below the level of the ampulla of Vater. 
It is best seen in the foetus and infant, but it is also seen 
in adults. At the level of the head of the pancreas the 
gut is constricted, the dent varying in length. Here the 
walls are thick, the spiral muscle bundles are well 
marked, and the mucous membrane shows change of 
plication with folds like valvulae conniventes. Radio- 
logical studies after barium has been swallowed show 
the sphincter in action. Relaxation occurs when food 
enters from the stomach and mixes with the juices which 
have been held up by the sphincter. This is considered 
an important function. D. T. Barry 
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1769. Folic Acid Therapy in Nontropical Sprue: Results 
of Treatment in Seven Cases 

J. F. Weir and M. W. Comrort. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 32, 1231-1241, 
Oct., 1947. 6 refs. 


Seven patients suffering from non-tropical sprue were 
treated with synthetic folic acid. Only 2 patients showed 


any significant gain in weight or improvement in general 
condition. Treatment had no effect on the frequency or 
the severity of exacerbations of the intestinal manifesta- 
tion. The blood picture remained unchanged with a 
persistence of the macrocytic anaemia. The results are 
therefore contrary to those reported in the literature on 
the favourable response of tropical sprue to treatment with 
folic acid. R. Winston Evans 


1770. Effect of Conjugates of Folic Acid in Sprue. (El 
efecto de los conjugados de acido folico en el espru) 

R. M. Suarez. Boletin de la Asociacién Meédica de 
Puerto Rico [Bol. Asoc. méd. P. Rico] 39, 281-289, 
Aug., 1947. 8 refs. 


The author tried the effect of three conjugates of folic 
acid on the indigenous sprue of Puerto Rico. [In Puerto 
Rico the disease affects mainly the poorer sections of the 
population, whose diet is often deficient.) Complete 
clinical and haematological responses were obtained in 
1 patient with pteroylhexaglutamic acid (vitamin Bc, 
yeast conjugate) when doses equivalent to 8-4 mg. of 
folic acid daily were given by mouth. Two other patients 
responded similarly to pteroyldiglutamyl glutamic acid 
in doses of 4-9 mg. daily intramuscularly. There was no 
response in 1 patient who received 20 mg. of pteroyl- 
diglutamic acid daily by mouth. 

The urinary elimination of folic acid was studied in 
the patient receiving the oral pteroylhexaglutamic acid 
and in 1 of those receiving intramuscular pteroyl- 
diglutamyl glutamic acid. These studies have previously 
been reported (J. Lab. clin. Med., 1946, 31, 1294, and 
Abstracts of World Medicine, 1947, 2, 302). 

L. P. R. Fourman 


1771. Streptomycin Therapy for Certain Infections of 
Intestinal Origin 

E. J. PuLaskit and W. H. AMsPACHER. New England 
Journal of Medicine [New Engl. J. Med.] 237, 419-428, 
Sept. 18, 1947. 4 figs., 10 refs. 


This is a report from various American Army hospitals 
on the effect of streptomycin in brucellosis, typhoid 
fever, acute gastro-enteritis and entero-colitis, bacillary 
dysentery, ulcerative colitis, and epidemic diarrhoea. 
The results are compared with those reported by the 
American National Research Council on the same types 
of infection. 

In brucellosis 25 cases were studied; half of these were 
acute. The dosage varied from 1 to 6 g. by the intermit- 
tent intramuscular route for periods of 10 to 14 days. 
The drug was not effective, but in 2 cases streptomycin 
combined with sulphadiazine gave a prompt and sus- 
tained response. The dose recommended is 0:5 g. 
streptomycin with 1 g. sulphadiazine every 4 hours for 
14 days or more. Further investigation of the combined 
treatment is advised. In the typhoid group, although 
streptomycin has a potent bacteriostatic effect in vitro, 
it proved ineffective in 6 acute cases even when used 
orally as well as parenterally. Ten cases of bacillary 
dysentery were treated with streptomycin in doses of © 
1 to 4 g. daily for 1 to 14 days. The drug was given 
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orally in 2, parenterally in 6, and in combination in 2 
cases. In nearly all cases the results were good or excel- 
lent, even after failure to respond to sulphonamides. 
Ten patients with enteric infections and with salmonella 
organisms in the stools responded admirably to combined 
oral and parenteral treatment for 7 days. No relapses 
were recorded. In 2 cases oral therapy by itself failed. 
Since the bacteria are not confined to the lumen of the 
bowel but may penetrate into deep crevices and mesenteric 
lymph nodes, combined oral and parenteral therapy 
seems more rational and is recommended. The lack of 
results in 2 cases of amoebic dysentery emphasized the 
futility of employing streptomycin in any condition 
caused by organisms not susceptible to it. In 16 cases 
of idiopathic ulcerative colitis the drug failed to give 
lasting results in doses of 0-2 to 2 g. at intervals of 3 to 6 
hours from 4 to 64 days, by any route. The authors 
state that it is obvious that no chemotherapeutic agent 
can be expected to restore to normal an intestine that has 
undergone irreversible changes, and is contracted and 
deformed by disease of long standing. Results in 13 
cases of epidemic diarrhoea in infants were usually good 
and sometimes dramatic, although some deaths occurred. 
The dosage varied from 0-1 to 0-2 g. per kilo of body 
weight at 4-hourly intervals for from 2 to 10 days. 
N. S. Plummer 


1772. Pathogenesis and Treatment of Ulcerative Colitis 
with Extract of Hog Stomach 

R. EHRLICH. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 14, 294-297, Sept., 1947. 12 refs. 


This paper is founded on a hypothesis concerning the 
aetiology of chronic ulcerative colitis and describes a 
form of treatment based on the hypothesis. It is 
suggested that proteolytic enzymes enter the colon and 
rectum with no antiproteolytic substances to neutralize 
them, so that autolytic changes occur in the intestinal 


- mucosa. Desiccated hog’s stomach contains anti- 


proteolytic substances, and has been given to 15 patients 
suffering from typical ulcerative colitis of unknown 
aetiology. Excellent results are claimed. [No mention 
is made of the work on similar lines by Morton Gill in 
Britain,] J. W. McNee 


LIVER 


1773. Ascites in Chronic Disease of the Liver 

G. Hicotns, A. R. KELsALL, J. P. R. O’Brien, A. M. 
STEWART, and L. J. Witts. Quarterly Journal of 
Medicine [Quart. J. Med. y 16, 263-274, Oct., 1947. 
1 fig., 25 refs. 


This paper deals with the causes of the fairly frequent 
temporary or permanent ascites (and pleural effusion) 
in chronic diseases of the liver such as cirrhosis. Ascites 
was seldom found when the colloid osmotic pressure of 
the plasma was normal, and it appeared to depend on a 
low level of the plasma proteins. The authors rightly 
point out that there has been disagreement on these 
matters in recent medical literature, and references are 
given. J. W. McNee 


1774. Colloidal Osmotic Pressure in Chronic Hepatitis, 
(Det kolloidosmotiske Tryk ved Hepatitis chronica) 

N. Byornesor, C. BRuN, and F. RaascHou. Nordisk 
Medicin [Nord. Med.] 35, 1465-1469, July 4, 1947, 
3 figs., 14 refs. 


As the previous reports on the colloid osmotic pressure 
of the blood in chronic hepatitis were scanty and con- 
flicting the authors took the opportunity of an epidemic 
in Denmark to investigate the relation between colloid 
Osmotic pressure, serum proteins, and oedema and ascites, 
Colloid osmotic pressure was measured by six tests on 
the same serum by Krogh’s first method (Biochem. Z., 
1927, 188, 247); the differential proteins were estimated 
by the method of Henriques and Klausen (ibid., 1934, 
254, 414). There were 9 cases of acute and 22 of chronic 
hepatitis; 9 patients served as controls. 

All the controls had colloid osmotic pressures above 
240 mm. water; there was no oedema in the cases in 
which the values were above 230 mm. ; in all the 10 cases 
in which the values were below 230 mm. there was 
oedema. The sharp threshold leads the authors to 
believe that the colloid osmotic pressure is the main 
factor in determining the appearance of oedema. By 
the method of least squares they obtained the equation, 
3-56 x A+G=K x colloid osmotic pressure: if the latter 
value is less than 14-2 the patient may be expected to have 
oedema and ascites. In 1 of the patients in whom more 
than one determination was made the oedema disappeared 
when the above threshold was crossed; in 2 others oedema 
was seen when the values fell below the critical point. 
Ascites generally appeared with oedema and disappeared 
when oedema cleared up; thus, portal hypertension is 
probably not the cause. Serum globulin rose as albumin 
fell, but no mathematical relation was demonstrable. 
Two possible reasons for these changes are suggested; 
in severe hepatitis the albumin production will be 
depressed but the antibody production raised; alter- 
natively, the rise in globulin may be compensatory for a 
fall in albumin, the fall in albumin in each case being 
due to liver damage. The authors’ material does not 
allow them to draw any conclusions on these two points. 

A. M. M. Wilson 


1775. Agranulocytosis and Hepatocellular Jaundice. 
Toxic Reactions Following Propylthiouracil Therapy 

H. J. Livincston and S. F. Lrvincston. Journal of the 
American Medical Association [J. Amer. med. Ass. 135, 
422-425, Oct. 18, 1947. 1 fig., 7 refs. 


The authors report from New York the case of a 
woman who developed agranulocytosis and jaundice, 
thought to be due to liver damage, after 6 weeks’ treat- 
ment with propylthiouracil for thyrotoxicosis. She had 
previously received a course of propylthiouracil and one 
of thiouracil without ill effect. The dose at no time 
exceeded 200 mg. daily. The patient recovered after 
treatment with penicillin and streptomycin, and subse- 
quently successfully underwent subtotal thyroidectomy. 
The authors publish this case to stress that, contrary to 
some previous reports, propylthiouracil therapy is not 
without risk. _ John R. Forbes 
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1776. Discussion on the Treatment of Toxic Goitre 

J. E. Piercy, W. R. Trotrer, A. M. Nussey, R. V. 
Hupson, and A. C. Crooke. Proceedings of the Royal 
Society of Medicine [Proc. R. Soc. Med.] 40, 609-616, 
Sept., 1947. 1 fig., 2 refs. 


Piercy, in a contribution to this discussion, said that 
where there was good team-work, with close co-operation 
between surgeon and physician, surgery offered a more 
certain and more rapid cure of toxic goitre than did 
thiouracil, with a mortality no greater. He had never 
used thiouracil alone, only in preparation for operation. 
He had been impressed by the number of failures with 
thiouracil treatment. The mortality from thyroid sur- 
gery at his hospital had in recent years been less than 
1%. Post-operative complications were few. Ligation 
of the inferior thyroid arteries when subtotal thyroid- 
ectomy was performed lessened the possibility of 
recurrence. 

Trotter pointed out that in the experimental animal 
the primary effect of thiouracil was cessation of the 
production of thyroid hormone, with a consequent fall 
in the metabolic rate and the appearance of myxoedema. 
A secondary effect was hyperplasia and hypertrophy of 
the gland. Hence, if the drug were given to a patient 
with toxic goitre there should be abolition or reduction 
of the toxic manifestations. But since there was no 
evidence that thiouracil had any permanent effect on the 
thyroid it was to be expected that if the drug was dis- 
continued the symptoms would recur, unless in the 
meantime there was a natural remission of the disease. 
The usefulness of the drug would depend upon its ability 
to control the symptoms of thyrotoxicosis, upon its 
toxicity, and upon the frequency of normal remissions 
from the disease. Before thiouracil could supplant 
surgery as the standard treatment for toxic goitre it 
would have to be shown that the drug could control 
thyrotoxicosis as efficiently as does thyroidectomy and 
that it was no more dangerous than operation. If these 
criteria could be fulfilled, then administration of thiouracil 
was clearly a useful method of tiding a patient over a 
relatively brief phase of thyrotoxicosis, although it 
would not be an acceptable form of treatment if it had 
to be continued for a lifetime. Much therefore depended 
on the natural history of the disease. For the most 
part the theoretical forecasts had been confirmed by 
clinical experience. While the short-term effects of 
thiouracil were well known, it was necessary to show that 
the control exercised by the drug could be maintained 
for long periods. He thought that the series published 
by Himsworth, Morgans, and Trotter (Lancet, 1947, 1, 
241) bore this out; thiouracil maintained its control 
for periods of up to 30 months, and that control was as 
efficient as that produced by thyroidectomy. Observa- 
tions were now being made on patients after discon- 
tinuance of thiouracil, but the policy was to continue 


Disorders 


treatment until the patient remained symptom free for 
at least 3 months on the minimum dose. Jt was hoped 
that valuable information on the natural history of the 
disease would thereby be forthcoming. It seemed that 
in some cases a natural remission might be expected to 
set in within a year or two of the patient’s first coming 
under treatment. How long the remission lasted 
remained to be seen, but it seemed probable that in a 
proportion of patients thyrotoxicosis disappeared witin 
a year or two. The conclusions were that thiouracil 
was capable of controlling thyrotoxicosis and that 
natural remission occurred often enough for a remedy 
of this nature to have its uses. The only notable com- 
plication of thiouracil therapy was agranulocytosis, which 
now caused a mortality rate in this form of treatment of 
less than 0-5%. 

While in the hands of experienced thyroid surgeons’ 
the mortality rate in thyroidectomy was 1% or less, the 
Operation was by no means as free of risk in the hands 
of the less experienced. Where specialized surgery was 
not available, therefore, treatment by thiouracil was a 
safer procedure. Specialized surgery was indicated 
where the disease was likely to last for many years, and 
in cases of toxic nodular goitre where remission was less 
likely and mechanical obstructive features were often 
concomitant. Charles Donald 


1777. Effect of 2-Thiouracil on the Histology of the 
Normal Human Thyroid 

I. DontacH and E. P. SHARPEY-SCHAFER. Journal oy; 
Endocrinology [J. Endocrinol.] 5, 131-135, July, 1947. 
11 figs., 6 refs. 


Thyroid glands from 2 surgical biopsies and 10 
necropsies in non-thyrotoxic patients with heart failure 
who had received 2-thiouracil were examined histo- 
logically. Only those of 5 patients who had received a 
total dose of more than 70 g. showed a uniform picture 
of thyroid stimulation resembling that found in Graves’s 
disease or following thyrotrophic hormone administra- 
tion. The follicles were small (average diameter 150 4), 
closely packed, lined with high cuboidal epithelium (cell 
height 20 ~ or more), and depleted of colloid. There. 
were no definite signs of thyroid stimulation in 5 patients 
who had received a total dose of less than 70 g. (8 to 
55 g.) 2-thiouracil. Follicle size varied from small 
(diameter 150 yz) to large (diameter 500 yw and over); 
the epithelium was of a low (cell height 6 2) or medium 
(cell height 15 2) cuboidal type, while colloid storage was 
‘slight in 2 cases, moderate in 1 case, and marked in 
2 cases. The variation found in this group is probably 
due to a difference in activity of the thyroid glands before 
2-thiouracil treatment was started. 

Thyroid glands of 2 patients who died 170 and 169 
days after thiouracil therapy was stopped and who had 
received a total dose of 336 and 122 g. showed no thyroid 
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stimulation, although a residual hyperplastic islet in the 
first patient indicated that return to normal activity is 
slow. Colloid repletion had taken place, accompanied 
by interstitial fibrosis (absent in the other two groups); 
the follicles were medium or large and the epithelium was 
of the low cuboidal type. 

The authors conclude that maximum thyroid stimula- 
tion follows a total dose of between 70 and 300 g. The 
response is slower than that after thyrotrophic hormone 
administration but cannot be increased even by giving 
this hormone once a maximum has been reached (1 
patient). Signs of exhaustion of the gland, such as 
desquamation of follicular epithelium, appear when this 
dose is exceeded. Thiouracil was not goitrogenic in the 
doses used here, the average thyroid gland weight being 
27 g. compared with an average of 23 g. in 100 normal 
glands. S. A. Simpson 


1778. Failure of Adrenal Cortical Activity to Influence 
Circulating Antibodies and Gamma Globulin 

H. N. E1tsen, M. M. Mayer, D. H. Moore, R. R. Tarr, 
and H. C. StoerKk. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N.Y.] 65, 301-306, June, 1947. 1 fig., 21 refs. 


Adrenalectomized rats maintained on dietary sodium 
chloride and subcutaneous injections of desoxycorti- 
costerone acetate were divided into two groups, one being 
given adrenal cortical extract and the other not. Both 
groups and a smaller number of controls were immunized 
with formolized pneumococci type IS and later with sheep 
red cells. Haemolysins and agglutinins against sheep 
red cells were determined in the usual way, and precipi- 
tins against type I pneumococcus polysaccharide by a 
quantitative micro-method. Apart from the fact that 
the controls showed the highest precipitin titres, there was 
no significant difference between the three groups, 
either in antibody titre or in y-globulin content of serum, 
determined electrophoretically. 

The pituitaries of animals given adrenal cortical 
extract were larger than those of the other two groups, 
but showed no cytological difference. It is concluded 
that adrenal cortical activity is not essential for the 
fabrication or release of antibodies or y-globulin. 

C. L. Oakley 


1779. Failure of Lactogenic Hormone to Maintain 
Pregnancy Involution of the Thymus 

C. Grécorre. Journal of Endocrinology [J. Endocrinol.} 
5, 115-120, July, 1947. 6 figs., 3 refs. 


An attempt was made to determine whether lacto- 
genic hormone is responsible for the maintenance of 
pregnancy involution of the thymus during normal 
suckling. Primiparous female albino rats 6 to 7 months 
old were spayed immediately after removal of their litters 
at birth. Twenty received daily subcutaneous injections 
for 10 days of 0-3 ml. pituitary lactogenic hormone 
(10 Riddle units per mg.) dissolved in sodium hydroxide 
solution to a strength of 20 mg. per ml. and adjusted to 
pH 10-0; 17 control rats were similarly injected with 
the solvent. The rats were killed on the eleventh day. 


DISORDERS 


Organ weights were calculated as grammes per kilo 
body weight. 

There was no histological difference in the thymus 
glands of the two groups or in the weight. The difference 
in weight of the adrenals and of the thyroid glands was 
not significant (P=0-2). Histologically, the thyroid 
glands of both groups were inactive, but the epithelial 
height in the follicles of the injected group was significantly 
lower than in the controls (12-3+0-21 mm., and 
13-6+0:3 mm.). The differences in weight of spleen 
(injected 2-64+0-12; control 2-33-0-1) and of lymph 
nodes of the subscapular and axillary groups (injected 
0-757+0-039; control 0-535+0-021) and of the inguinal 
group (injected 0-365+0-024; control 0-299+0-015) 
were significant. [No value for P is given.] There was 
no difference in the weight of the lymph nodes of the iliac 
group (injected 0-159; control 0-168). The mammary 
glands of the injected rats showed less involution than 
those of the controls, although considerable variation 
occurred in different parts of the same gland as well as 
in different glands of the same animal. The milk ducts 
of the injected rats were distended with secretion. 

No relation between retarded mammary involution 
and weight of thymus gland could be shown, but there 
was a possible relation between retarded mammary 
involution and hypertrophy of the lymph nodes and 
thyroid epithelial height. The author concludes that 
the maintenance of pregnancy involution of the thymus 
glands during normal suckling is not due to the action 
of lactogenic hormone. He suggests that hypertrophy 
of the superficial lymph nodes is a reaction to increased. 
activity of the mammary glands, and thyroid inactivity 
is a result of a change in thyrotrophic hormone secretion 
following milk retention. S. A. Simpson 


1780. The Excretion of 17-Ketosteroids and Gonado- 
trophin in Children: Normal and Abnormal Cases 
A. M. Hain. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 22, 152-158, Sept., 1947. 26 refs. 


Excretion of 17-ketosteroids is an imperfect index of 
the androgenic activity of the gonads; much of the 
androgen found in the urine is secreted by the adrenal 
cortex, while pituitary activity is reflected in gonado- 
trophin excretion. These findings may be employed in 
investigating developmental abnormalities. Gonado- 
trophin can be detected in normal girls before the seventh 
year and in normal boys before the ninth year. It was 
excreted in abnormally large amounts in cases of pre- 
cocious sexual development. Constitutional precocious 
menstruation is probably due to premature pituitary 
secretion in association with abnormal ovarian response. 
Instances of the use of hormone excretion assays 
in various types of endocrine and constitutional 
abnormalities are given. P. R. Evans 


1781. Effect of Hypothyroidism and Hyperthyroidism 
on Mammalian Skeletal Muscle . 

R. Dtaz-Guerrero, J. D. THOMSON, and H. M. HINgs. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N.Y.] 66, 95-96, Oct., 
1947. 4 refs. 


Dermatology 


1782. Systemic Herpes Simplex (Kaposi’s Varicelliform 
Eruption). Moccasin Venom Used in Conjunction with 
Penicillin in a Severe Case and with Diphenhydramine 
Hydrochloride (“ Benadryl Hydrochloride ’’) in a Mild 
Case 

L. P. BARKER and E. S. HALLINGER. Journal of the 
American Medical Association [J. Amer. med. Ass. 135, 
149-153, Sept. 20, 1947. 3 figs., 18 refs. 


The conditions in which the virus of herpes simplex 
may be recovered are reviewed, with special attention 
to the literature on Kaposi’s varicelliform eruption. 
This is an acute febrile illness with a mortality rate of 
25%, associated with an eruption somewhat resembling 
chickenpox and usually arising in the course of a chronic 
constitutional eczema. In 1941 Seidenberg proved by 
animal inoculation that the virus of herpes simplex was 
present in the vesicles, a finding which has since been 
repeatedly confirmed. 

The authors report 2 further cases in which the virus 
was demonstrated and in which penicillin, ‘‘ benadryl ”’ 
hydrochloride, and moccasin snake venom were 
employed in treatment. They do not claim that the 
treatment significantly altered the course of the disease, 
except that it reduced the tendency to septic complica- 
tions. In the first case a girl of 18 suffered from chronic 
allergic dermatitis. An acute exacerbation, probably a 
contact dermatitis following the use of a pyrethrum spray, 
was followed by herpetiform vesiculation and a severe 
febrile illness. The second case was in a woman of 
35, suffering from extensive herpes simplex of the face 
and a febrile illness lasting 5 days. It is suggested that 
the condition represents a systemic infection with the 
virus, and the term “systemic herpes simplex” is 
regarded as more appropriate than the older name. 

John T. Ingram 


1783. Sarcoidosis. I. Results of Treatment with Vary- 
ing Amounts of Calciferol and Dihydrotachysterol 

A. C. Curtis, H. TAYLor, and R. H. GrekIn. Journal 
of Investigative Dermatology [J. invest. Derm.] 9, 131- 
150, Sept., 1947. 13 figs., 12 refs. 


The authors treated 5 cases of sarcoidosis with large 
doses of calciferol on the lines suggested for lupus 
vulgaris by Charpy in France and Dowling and Prosser 
Thomas in England. They gave much bigger doses, 
however, than have been used for lupus, at any rate in 
Britain, and toxic reactions occurred in all patients, 
though there was no recognized permanent damage. 
Detailed case histories are given, together with clinical 
photographs, photomicrographs, chest radiographs 
before and after treatment, and graphs showing blood 
chemistry studies. 

The duration of the disease was from 21 years to 
29 years, and all lesions seemed to be active and pro- 


gressive when treatment was started. A patient with 
multiple superficial cutaneous sarcoid lesions, another 
with deep sarcoidosis involving skin, eyes, and central 
nervous system, and a third with deep sarcoid lesions of 
the forehead showed striking resolution of lesions on 
200,000 to 900,000 i.u. vitamin D, daily by mouth. 
A fourth patient had extensive involvement of the skin, 
lymph nodes, and lungs and was greatly improved by the 
treatment. The fifth patient, whose skin, lungs, and 
digits were affected, was given dihydrotachysterol 
instead of calciferol, on the grounds that the former drug 
causes less calcium absorption and more phosphorus 
excretion than does calciferol and on the assumption 
that the beneficial effects of calciferol may be due to its 
action on phosphorus elimination. ‘‘ The increased 
excretion of phosphorus might disrupt the phospholipid 
compounds which other workers have shown to be a 
factor in epithelioid cell response.’ The dihydro- 
tachysterol was given by mouth, 3-75 mg. daily for the 
first 3 days and then 1-2 mg. daily for about 2 months. 
Treatment was then discontinued, apparently because the 
patient became ill, with nausea, anorexia, and a productive 
purulent cough. Improvement, however, had _ been 
noted in the skin and lungs, and there seemed to be some 
regeneration of bone in the phalanges of the great toes. 
The most rapid response to calciferol treatment was 
observed during the first few weeks in all cases. Addi- 
tional calcium is not advised. It was not given in 
Case 5 and was discontinued early in Cases 3 and 4 
without apparently retarding progress. 

In a subsequent discussion Pinkus referred to 2 cases 
of sarcoidosis under his care in which good results were 
also obtained with calciferol but in much lower doses. 
He started treatment in 1 case with 1,000 units daily, 
and noted that some of the lesions, which formerly were 
indolent, became painful and ulcerated. This reaction, 
however, subsided when the dose was increased and the 
lesions healed with fibrosis. E. W. Prosser Thomas 


1784. Agglutination of Haemolytic Streptococci in 
Psoriasis. (Agglutination mot haemolytiska strepto- 
coccer vid psoriasis) 

R. Norrunp. Nordisk Medicin [Nord. Med.) 35 
1862-1864, Sept. 5, 1947. 1 fig., 10 refs. 


The incidence of rheumatoid arthritis in patients with 
psoriasis is above the average and exacerbations and 
improvements in the two conditions are often concurrent; 
streptococcal agglutinins are commonly found in rheu- 
matoid arthritis, particularly in the more active stages 
(Thulin, Nord. Med., 1947, 33, 508). The author 
therefore carried out a series of streptococcal agglutinin 
titrations on 3 groups of patients in a skin clinic with 
psoriasis, with venereal disease, and with various 
inflammatory skin conditions. Only those patients were 
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considered positive who had a titre of more than 1 in 40 
against the O-antigen of 2 strains of Lancefield group-A 
streptococci (method of Thulin and Bergman, Nord. 
Med., 1947, 34, 889). ; 

Of the 66 patients with psoriasis 36 had positive titres; 
and of the 16 who had titres of over 1 in 40, 11 were 
suffering from a fresh outbreak of psoriasis guttata. 


‘Only 5 of the 68 patients with venereal disease gave 


positive reactions. In the patients with psoriasis there 
was no connexion between the occurrence of arthritis 
(or nephritis) and positive reactions; this may have been 
because the arthritis was not active or recent. To 
exclude the possibility that the high incidence of positive 
results in psoriasis might be due to some non-specific 
inflammatory reaction, a group of 161 cases of inflam- 
matory skin diseases was examined; only 42 were 
positive (26%). The author believes that there is a 
common factor in the pathogenesis of psoriasis and 
rheumatoid arthritis and that infections can provoke 
psoriasis in predisposed subjects. A.M. M. Wilson 


1785. The Psychological Aspects of Seborrhoeic 


Dermatitis 

E. Witrxower. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.] 59, 281-293, Aug.—Sept., 
1947. 6 refs. 


In a foreword MacKenna explains that the present 
investigation on the personality trends of seborrhoeic 
subjects was undertaken as part of a systematically 
planned examination of the seborrhoea problem in 
soldiers. Seborrhoeic conditions caused a relatively 
high rate of “sick wastage”? during the war. For 
example, of 96 cases referred to hospital with the diag- 
nosis of “‘ impetigo”, 25 were true examples of impetigo 
contagiosa, 34 presented seborrhoeic lesions resembling 
impetigo, and the remaining 37 manifested the seborrhoeic 
state to a degree which suggested that the course of their 
pyogenic infections was probably determined by it. 
MacKenna refers to Krestin’s paper on the seborrhoeic 
facies as a manifestation of post-encephalitic Parkinson- 
ism and allied disorders, in which it was stated that it 
had long been recognized that lesions in the neighbour- 
hood of the third ventricle involving vegetative nerve 
centres might cause seborrhoea; Krestin, however, did 
not speculate upon the possible connexion between the 
areas concerned and the higher regions of the brain. 

The present author has carried out “ biographical” 
studies extending over about 2 hours in each case in an 
unselected sample of 100 seborrhoeic patients, 85 having 
seborrhoeic dermatitis and 15 sycosis. He concludes 
that seborrhoeic patients present an obsessional character, 
of which the most prominent features are their difficulties 
in social contacts. Over two-thirds of his patients were 
either shy, reserved, and retiring, or, less commonly, of 
a solitary nature. Fear of making themselves con- 
spicuous and especially of being laughed at dominated 
their social behaviour. Most of them desired to work 
hard and showed perfectionist trends. Related to their 
lack of self-confidence was, commonly, an anxious 
anticipation of misfortune. Almost without exception 
the incidents before onset of the dermatosis either 


affected the patients’ social status or their self-esteem. 
These events were likely to cause: (1) anxiety—for 
example, excessive responsibility; (2) resentment— 
for example, uncongenial army employment; or 
(3) shame—for example, adultery or wife’s unfaithful- 
ness. Teleologically, the advent of the skin affection 
would therefore signify a self-imposed punishment, a 
camouflaged evasion of a dreaded situation, or a violent 
protest against what was regarded as unfair treatment. 
In conclusion, however, the author states that there is 
a danger of overrating the importance of emotional 
factors. It remains to be explained why only two- 
thirds of the patients conformed to the personality type 
described, and why individuals of this type under the 
impact of disturbing events to which they had been 
sensitized develop this particular skin disorder and do 
not have a nervous breakdown or any other psycho- 
somatic affection. ‘‘ It must be assumed that, in the 
aetiology of seborrhoeic dermatitis, multiple factors are 
at play, and that a skin predisposition, possibly on a 
constitutional basis or perhaps as a result of previous 
skin infections, prepares the soil for its eventual 
outbreak.”’ The practical implications of the findings are 
that unless supplemented by adequate psychological 
care, local treatment alone is unlikely to safeguard 
against relapses. E. W. Prosser Thomas 


1786. Metoquine in the Treatment of Pemphigus 
Foliaceus. (Doses de metoquina no traitamento do 
penfigo foliaceo) 

M. Fonzari. Arquivos de Dermatologia e Sifiligrafia de 
Sao Paulo [Arch. Derm. Sif. S. Paulo] 11, 17-28, March- 
June, 1947. 5 refs. 


For the treatment of pemphigus foliaceus large doses 
of metoquine (mepacrine) have been given; 0-2 to 
1 g. a day has been administered in some cases for some 
months without the appearance of toxic symptoms. 
Doses varying from 0-4 to 0-6 g. daily give good results, 
only a few lesions being left. Only those patients who 
become deeply pigmented, however, remain cured. 
Outbreaks of small boils are common during the course 
of treatment; they can be controlled by the application 
of penicillin. Mepacrine does not cure the bone pains, 
but these disappear with large doses of vitamin D. 
Other antimalarial drugs, such as pamaquine or 
paludrine are valueless in the treatment of 
pemphigus. G. M. Findlay 


1787. The Cicatricial Alopecias. An Historical and 
Clinical Review and an Histologic Investigation 

C. W. Laymon. Journal of Investigative Dermatology 
[J. invest. Derm.] 8, 99-122, Feb., 1947. 9 figs., 38 refs. 


Scarring alopecia of the scalp and beard may result 
from such varied skin affections as lupus erythematosus, 
sycosis, seborrhoeic dermatitis, morphoea, and lichen 
planus, or it may appear spontaneously without other 
skin affections. A variety of clinical types has been 
described in the last group, under such names as pseudo- 
pelade (Brocq), folliculitis and acne decalvans (Lailler), 
and ulerythema sycosiforme (Unna); these are probably 
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closely related, though little is known about the aetiology, 
and treatment is entirely unsatisfactory. Arndt noted a 
circumscribed cicatrical alopecia due to infection with 
favus, and a number of cases of this type, due to favus 
and animal fungi and resembling folliculitis decalvans, 
have been recently demonstrated. Hence, some types 
of cicatricial alopecia may have an infective origin. 

In the condition described as pseudo-pelade the hair 
falls, leaving smooth, slightly sunken, guttate areas 
showing no skin texture or follicular orifices. The areas 
commonly spread to the size of the litile fingernail and 
may coalesce. There is occasionally a faint flush but 
without symptoms or signs of inflammation. The 
affection is rare, may start in childhood or early adult 
life, and increases in extent over 10 to 20 years, to become 
stationary. In folliculitis decalvans similar cicatricial 
areas arise from, and are bounded peripherally by, a 
zone of follicular erythema with pustulation and scabbing. 
In lupoid sycosis or ulerythema sycosiforme scarring of 
beard and/or scalp advances over a broad area with a 
similar inflammatory margin in which follicular pustula- 
tion figures prominently. The author compares these 
appearances with the minimal inflammatory changes seen 
in the scalp in ordinary male baldness and in alopecia 
areata. 

The types associated with obvious inflammation of the 
skin show perifolliculitis, often with abscess formation 
preceding the atrophy. In lupus erythematosus there is 
no abscess formation but a reactive hyperkeratosis 
particularly marked at the follicular orifices. In pseudo- 
pelade of Brocq some perivascular inflammatory in- 
filtration is present, and subsequent fibrosis about the 
hair follicles leads to appearances described as “ fossil 
hairs”. The end-result in each case is sclerosis, and 
there is no distinctive feature about the inflammatory 
changes associated with the earlier stages. Cicatricial 
alopecia of unknown aetiology is of no serious significance 
apart from the disfigurement and embarrassment it 
occasions. It mostly arises in adults, tends to be slowly 
progressive, and never becomes complete, but is not very 
responsive to treatment. In the inflammatory and 
sycosiform types of cicatricial alopecia chemotherapy 
combined with “* quinolor ’’ ointment locally is sometimes 
effective. In pseudo-pelade gold therapy has appeared 
to arrest progress. E. Lipman Cohen 


1788. Sebaceous Secretion on the Human Head 

E. O. BuTcHER and J. P. PARNELL. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 9, 67-74, Aug., 
1947. 1 fig., 7 refs. 


Little is known of the sebaceous secretion of scalps 
with dandruff, scalps secreting much sebum, bald scalps, 
and scalps with normal hair. To investigate this the 
authors employed a system whereby sebum was collected 
each week for several weeks by means of an Emanuel 
cup containing 5 ml. of equal parts of ether and alcohol 
from 4 individuals each of whom had one of the above 
scalp conditions. The sebum thus collected was analysed 
and the percentages of fat and cholesterol were deter- 
mined. No evidence was obtained to indicate that 
frequent removal of sebum induces increased oiliness of 
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the scalp. ‘ An individual with good hair and a small * 
amount of dandruff was found to average 0-16 mg. of 
fat and 0-0119 mg. of cholesterol per sq. cm. at the hair- 
line when the collections were taken once weekly over an 
interval of 8 weeks, the cholesterol amounting to 7% of 
the total sebum. When taken daily over a period of 
3 weeks the fat averaged 0-114 mg. and the cholesterol 
0-0107 mg. per sq. cm., the cholesterol amounting to 
8-6% of the total sebum.” 

Comparative figures were as follows. In an individual 
with sparse hair and an apparently oily scalp, the fat 
averaged 0-163 mg. and the cholesterol 0-0123 mg. per 
sq. cm., the cholesterol being 7% of the total sebum. In 
ansindividual with severe dandruff and thin hair, fat 
averaged 0-145 mg. and cholesterol 0-0162 mg. per sq. 
cm., the cholesterol amounting to 10% of the total sebum. 

R. M. B., MacKenna 


1789. The Relation of Hair-growth on the Body to 
Baldness 

H. Harris. British Journal of Dermatology and Syphilis 
[Brit. J. Derm. Syph.] 59, 300-309, Aug.—Sept., 1947. 
5 figs., 9 refs. 


The author undertook this investigation to determine 
whether abundance of “ terminal’’ hair on the arms, 
legs, chest, and abdomen of men was in any way related 
to the occurrence of baldness on the scalp. Over 1,000 
consecutive men between the ages of 24 and 42 were 
examined. None of them suffered from any gross 
physical, metabolic, or endocrine disorder. It was 
demonstrated that baldness occurred more often in 
persons with a relatively heavy growth of terminal hair 
on the body than in those with only a scanty growth. 
The author suggests that an androgenic factor is necessary 
for the development of terminal hair on the body, 
because terminal hair does not usually develop until 
after puberty, is far more abundant in men than in women, 
and is absent in individuals castrated before puberty. 
Further evidence is provided by the stimulation of hair 
growth which occurs in prepuberal castrates from 
injection of androgens and by the heavy growth of body 
hair in women suffering from masculinizing tumours, 
such as the arrhenoblastoma of the ovary and adrenal 
cortical tumours. It is presumed that either gonad as a 
functioning unit is adequate for the development of 
axillary and pubic hair, which, while it is absent or 
minimal in childhood or in prepuberal castrates, is about 
equally developed in both adult men and women. 
Baldness, especially of the premature type, is known to 
be an hereditary characteristic—probably a Mendelian 
dominant in men and possibly a recessive in women. 
Excessive hairiness is also said to be inherited as a domi- 
nant. Both these conditions, however, are probably 
only manifest in the presence of an adequate androgenic 
hormone secretion. E. W. Prosser Thomas 


1790. Acanthosis Nigricans: An Analysis of Data in 
Twenty-two Cases and a Study of its Frequency in Necropsy 
Material 

R. R. KiERLAND. Journal of Investigative Dermatology 
[J. invest. Derm.] 9, 299-305, Dec., 1947. 11 refs. 
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1791. Comparative Effectiveness of Penicillins G, F, K, 
and X in Experimental Syphilis as Determined by a Short 
in vivo Method 

T. B. Turner, M. C. CUMBERLAND, and H-Y. Lt. 
American Journal of Syphilis, Gonorrhea, and Venereal 
Diseases [Amer. J. Syph.|] 31, 476-484, Sept., 1947. 
2 figs., 4 refs. 


The authors employed spirochaete counts in assessing 
the relative effectiveness of the penicillin fractions. 
Rabbits were inoculated intracutaneously at 9 or 10 
sites on the back with 0-1 ml. of a testicular emulsion 
containing the Nichols strain of Treponema pallidum. 
Syphilomata developed after 2 or 3 weeks and rabbits 
showing lesions approximately equal in size were 
selected for the tests. An initial count of the trepone- 
mata in 200 oil-immersion fields of dark-field specimens 
taken from 2 rabbits, after slicing the syphiloma with a 
razor, was then performed; counts of 200 or more were 
considered satisfactory. The average initial counts in 
those rabbits subsequently to be given penicillins G, 
F, and K averaged 1,000 and that for X was as high as 
1,714. Two or 3 rabbits each were treated on one of 
8 dosage schedules—the highest dose being 2 mg. per kilo 
administered intramuscularly in three 2-hourly doses of 
the crystalline penicillins G, F, X,or K. Post-treatment 
spirochaete counts were made after 24 hours. 

The reduction in the spirochaete count was in direct 
proportion to the size of the dose and considerably 
smaller amounts of penicillin G were required to give 
the same results as did F, X, and K, the latter showing 
decreasing activity in the order named. A standard 
effective dose (E.D.) is defined as that which reduces 
the count to 10 or less per 200 fields. Expressing the 
activity of G as 100, those of F, K, and X were 
17, <5-5, and 9 respectively. Expressed in Oxford 
units, the ED 50 curative values were: for G, 183; 
F, 1,024; K,>4,380; and X, 1,054. R. R. Willcox 


1792. Two Reports on Out-patient Attendance for 
Treatment of Syphilis, using Penicillin in Oil—beeswax. 
I. A Study of Clinic Attendance. II. Attendance Record 
of Patients Treated by Private Physicians 

C. R. HAYMAN and R. B. AIKEN. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.) 28, 221-225, 
Oct., 1947. 3 refs. 


In spite of the continuing popularity in many parts of 
the United States of the Rapid Treatment Centres for 
the in-patient treatment of early syphilis with penicillin, 
the author believes that there is no medical need for 
admission to hospital when daily injections of penicillin 
in oil—beeswax suspension are given. The purpose of 
this study was to find out whether patients would, in 
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fact, report daily for treatment as ordered. Three 
different schemes of treatment were used, one lasting 
6 days, a second 7 days, a third 8 days, and a fourth 
10 days. Of 50 patients on the 6-day scheme only 1 
failed to complete the course as ordered; among 22 
patients on the 7- and 8-day courses there were no 
defaulters, and of 35 on the 10-day course 9 missed 
1 day and 3 missed 2 days. In no case did any patient 
receive less than 2,400,000 units of penicillin. 

The Public Health Department of the State of Vermont 
supplied penicillin in oil-beeswax (P.O.B.) free of charge 
to private practitioners for the treatment of 101 white 
patients suffering from early syphilis. The patients were 
all informed that this treatment was being provided free 
for research purposes and were urged to attend daily 
for 8 days. Though the stipulated course consisted of 
600,000 units daily for 8 days, 15 of the 101 patients were, 
in fact, treated according to other schemes. Of the 86 
patients receiving the recommended course 70 completed 
treatment in 8 consecutive days, 1 lapsed without 
completing treatment at all, while a further 15 finished 
their course, though interrupted, in 11 days or under. 
Broken treatment was due in 5 cases to toxic reactions, 
in 6 cases to “ personal reasons ’’, and in 4 to the fact 
that the doctor’s office hours were not convenient. 

G. L. M. McElligott 


1793. A Joint Report on a Cooperative Investigation of 
the Efficacy of Species of Penicillin in the Treatment of 
Experimental Syphilis 

R. C. ARNOLD, R. A. BoaK, C. M. CARPENTER, A. M. 
CHESNEY, W. L. FLEMING, B. GuEFT, J. F. MAHONEY, and 
P. D. ROSAHN. American Journal of Syphilis, Gonorrhea, 
and Venereal Diseases [Amer. J. Syph.| 31, 469-475, 
Sept., 1947. 2 refs. 


This paper deals with the earliest American work at 
six centres on the subject of the penicillin fractions and 
experimental syphilis. The penicillins used consisted 
mostly of G, F, X, and K, though one specimen labelled 
as 90% F proved on assay to contain only 65%. Groups 
of 10 rabbits, inoculated with the Nichols strain of 
Treponema pallidum, were given after 6 weeks 500, 1,000, 
2,000, 4,000, 8,000, or 16,000 units per kg. of one of the 
different penicillins. They were then observed for 120 
days, after which lymph-node transfer was performed 
on the apparently healthy animals and the observation 
period was extended for a further 4 months. The CD 50 
dose for penicillin F was-5,200 to 20,800 units per kg.; 
for G 1,000 to 2,000 units; 16,000 units of K per kg. 
failed to cure half of the animals. Results with X varied 
with different workers. It is concluded that G is the 
most potent penicillin and that six times the dose of F 
is required to produce the same result. The data were 
insufficient to decide the relative merits of F, K, and X. 

R. R. Willcox 
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1794. Reinfection' in Experimental Syphilis in Rabbits 
following Penicillin Therapy. II. Reinfection in Early 
Latent Syphilis 

R. C. ARNOLD, J. F. MAHONEY, and J. C. CUTLER. 
American Journal of Syphilis, Gonorrhea, and Venereal 
Diseases [Amer. J. Syph.| 31, 489-492, Sept., 1947. 
1 ref. 


All of 34 rabbits inoculated with the Nichols strain of 
Treponema pallidum developed scrotal chancres, which 
were allowed to heal without treatment, the animals 
being then observed for 8 months before being given 
300 units of sodium penicillin per kilo—double the dose 
previously found effective in early infectious and early 
latent rabbit syphilis—in 48 2-hourly injections. After 
an interval of 10 days the rabbits were once more inocu- 
lated with the Nichols strain. The animals were 
observed for 4 months and, none having developed local 
lesions, inguinal and popliteal lymph-node transfers were 
made from all. The new animals were observed for 
100 days, during which time 18 (53%) developed syphilis. 
The non-appearance of local lesions in the reinoculated 
rabbits of this series contrasts with the results of previous 
experiments with early infectious syphilis by the same 
authors when 27% of those reinoculated after treatment 
developed dark-field positive lesions and 73% a symptom- 
less infection, as proved by later lymph-node transfer. 

The authors conclude that many so-called relapses in 
human subjects are in effect reinfections and that the 
immune factors in early latent syphilis are more potent 
than those obtained in early infectious syphilis. 

R. R. Willcox 


1795. Penicillin in Treatment of Neurosyphilis 

B. Datrner, S. S. KAUFMAN, and E. W. THOMAS. 
Archives of Neurology and Psychiatry [Arch. Neurol. 
Psychiat., Chicago] 58, 426-435, Oct., 1947. 16 refs. 


This study of 151 patients with active neurosyphilis 
treated with penicillin is based on experience at the 
Bellevue Hospital, New York, where each year between 
3,000 and 4,000 complete examinations of the spinal 
fluid are carried out. The authors’ thesis that the spinal 
fluid findings afford the best guide to the activity of a 
syphilitic infection of the central nervous system and to 
the effect of treatment is now well-known and receives 
an increasing degree of support on both sides of the 
Atlantic. They are particularly strict in their definition 
of a pathological finding, and consider a cell count of 
anything above 4 lymphocytes to be abnormal. They 
also believe that an increase in total protein alone may 
indicate an active infection, as also may an abnormal 
colloidal gold curve, whereas the Wassermann reaction 
solely determines the specificity of the tests. As would 
be expected, the highest protein values were seen in 
patients with dementia paralytica, but the so-called 
paretic gold curves were found in many cases diagnosed 
as of asymptomatic neurosyphilis, meningo-vascular 
syphilis, and tabes dorsalis. 

All the patients were given 40,000 units of penicillin 
intramuscularly 4-hourly, the total dosage varying from 
2,000,000 to 9,000,000 units. Only 1 patient received 


9,000,000 units, and experience has now led to the 
adoption of a uniform total dose of 6,000,000 units for 
all types of neurosyphilis. The response of 135 patients 
was satisfactory, including 3 general paretics who had 
previously been given malaria treatment and large 
amounts of arsenicals and bismuth without the spinal- 
fluid cell counts reaching normal. Clinical improvement 
in all groups, including 31 out of 33 paretics, has been 
satisfactory, comparing favourably with that following 
malarial therapy; the authors consider that penicillin 
will ultimately replace fever treatment. 

[The paper is an important one and its seven tables 
will repay careful study in the original.] 

G. L. M. McElligott 


1796. Penicillin in Neurosyphilis 
C. Worster-DrouGHt. British Medical Journal (Brit. 
med. J.] 2, 559-564, Oct. 11, 1947. 44 refs. 


The author gives 40,000 units of penicillin by intra- 
muscular injection in a watery solution every 3 hours 
for 74 days, or occasionally 500,000 units once daily 
for 14 days, in cases of neurosyphilis, and in addition 
three injections of arsenic (0-3 g. neoarsphenamine) and 
three of bismith (0-2 g.) during the week of penicillin 


treatment. This is followed by twelve weekly injections 


of 0:45 g. neoarsphenamine or 0-06 g. “‘ mapharsen ” 
and 0:2 g. bismuth at weekly intervals. Intrathecal 
injection of penicillin does not appear necessary; it 
may induce a brisk meningeal reaction with pyrexia and 
generalized pain, with a considerable rise in cells and 
protein in the cerebrospinal fluid. Cisternal injection 
is considered hazardous. Penicillin reactions are usually 
negligible, consisting mostly of mild pyrexia, but in view 
of the possibility of Jarisch-Herxheimer reactions it is 
recommended that 4 to 6 bismuth injections should be 
given before starting penicillin in cases of meningo- 
vascular or parenchymatous neurosyphilis. 

The following methods of treatment are recommended: 
(1) In general paresis: 4 injections of bismuth, 4,000,000 
to 5,000,000 units of penicillin in doses of 40,000 units 
every 3 hours, and induced malaria to 12 rigors followed 
by three “courses” of arsenic and bismuth (twelve 
injections of each per course). (2) In tabes: 4,000,000 
to 5,000,000 units of penicillin followed by arsenic and 
bismuth in the usual dosage for 1 to 2 years. Fever 
therapy is not favoured. (3) In primary optic atrophy: 
4,000,000 units of penicillin and 10 to 12 malarial rigors, 
followed by arsenic and bismuth till serological reactions 
become negative. (4) In late asymptomatic neuro- 
syphilis: 4,000,000 units of penicillin at least and 10 to 
12 malarial rigors, followed by arsenic and bismuth 
until the cerebrospinal fluid is normal and serological 
reactions are negative. [This latter seems a counsel of 
perfection, because in many of these cases blood reactions 
appear to be irreversible.] 

In all cases of neurosyphilis the cerebrospinal fluid 
should be examined every 6 months until it becomes 
negative, and thereafter at yearly intervals for 2 years 
[preferably for longer]. A clear.distinction should be 
drawn between early and late asymptomatic neuro- 
syphilis. The former usually reacts well to routine 
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treatment but the latter should be treated just as energetic- 

ally as general paresis. The full value of penicillin 

in neurosyphilis cannot be assessed for at least 5 years. 
T. E. Osmond 


1797. Modern Treatment of Neurosyphilis 

F. G. Lescuer and H. R. M. Ricnarps. British 
Medical Journal (Brit. med. J.] 2, 565-567, Oct. 11, 1947. 
23 refs. 


During the past 8 years these authors have treated 
more than 50 patients with various forms of neuro- 
syphilis by three different methods—25 with malaria 
and chemotherapy, 10 with penicillin alone, and 19 with 
malaria and penicillin; 47 have been followed up. Of 
20 treated with malaria and chemotherapy 6 were much 
improved, 6 improved, 4 unchanged, and 4 worse. Of 
these 1 still showed a strongly positive reaction in the 


cerebrospinal fluid (C.S.F.), 2 a weakly positive reaction, . 


7 an inactive fluid, and 10 a negative reaction. Their 
blood reactions were: 10, negative; 6, improved; and 
4, positive. Of 10 patients treated with penicillin alone 
(4,000,000 units in oil given in doses of 125,000 units 
twice daily), 4 were much improved, 3 improved, 2 
unchanged, and 1 was worse. One showed a weakly 
positive reaction in the cerebrospinal fluid, 6 an inactive 
fluid, and 3 a negative reaction; blood reactions were 
2 negative, 3 improved, and 5 positive. Of 19 patients 
treated with malaria and penicillin 9 were much improved, 
5 improved, and 5 unchanged. The reactions in the 
C.S.F. were: 1 strongly positive, 1 weakly positive, and 
7 negative, while in 10 cases there was an inactive fluid; 
blood reactions were 6 negative, 2 improved, and 11 
positive. It is concluded that penicillin and malaria 
together constitute the most effective treatment of active 
neurosyphilis, but if after 12 months the C.S.F. remains 
positive treatment should be repeated. All patients with 
late latent neurosyphilis should receive penicillin and 
malaria. In general, patients with meningo-vascular 
neurosyphilis did better than those with other forms, 
whatever the treatment adopted. [This is in accordance 
with expectation.] T. E. Osmond 


1798. Ambulatory Intensive Treatment of Syphilis with 
Calcium Penicillin in Oil and Wax. (Second Report) 
R. A. Kocu. Urologic and Cutaneous Review [Urol. 
Cutan. Rev.] 51, 569-573, Oct., 1947. 11 refs. 
Twice-daily injections of 150,000 units of penicillin 
in oil and beeswax (Romansky formula) to a total of 
3 million units in 10 days were given to 279 patients 
suffering from early syphilis. Eighteen displayed some 
reactions, usually controlled by benadryl, though in 
3 the penicillin was discontinued; 238 patients com- 
pleted treatment. Of these, 169 were male and 69 
female; 140 had primary syphilis (37 serum-negative) 
and 98 secondary syphilis; 57 were not studied further, 
and in the remaining 181 cases observed for from 1 to 
18 months the failure rate was 10-5%, including 7 clinical 
and 11 serological relapses and 1 case of serum-resistance 
atl year. In 136 cases observed for from 3 to 18 months 
the relapse rate was 14%. 


[The author’s first report 10 months previously showed 
a failure rate of only 4%. It seems likely that if cases 
observed for a year or longer are considered the failure 
rate will be much higher and that the 10-5% quoted 
again in the summary will be no less an underestimate 
than the original figure.] R. R. Willcox 


1799. Penicillin in Cardiovascular Syphilis. Early 
Reactions to Administration 

H. A. TuCKER and T. W. FARMER. Archives of Internal 
Medicine [Arch. intern. Med.| 80, 322-327, Sept., 1947, 
9 refs. - 


Therapeutic shock during administration of penicillin 
in cardiovascular syphilis is not clearly understood 
because not enough material has yet been recorded. The 
authors believe that the dangers of severe untoward 
reactions may have been unduly emphasized. Of 22 
patients 5 had febrile bouts and 2 experienced a worsen- 
ing of anginal pain. No interruption of the course of 
treatment was deemed necessary. In a further series of 
4 cases neither febrile Herxheimer reactions nor untoward 
symptoms referable to the cardiovascular system were 
encountered. G. F. Walker 


4 


1800. The Therapeutic Activity of Streptomycin in the 


Infection Caused by Treponema pallidum in the Mouse, 
(L’activité thérapeutique de la streptomycine dans 
Pinfection produite chez la souris par le Treponema 
pallidum) 

E. DrouHet. Comptes Rendus des Séances de la Société 
de Biologie [C.R. Soc. Biol., Paris] 141, 1016-1018, Oct., 
1947. 1 ref. 


In the syphilitic infection of the mouse produced by 
T. pallidum a single dose of 10,000 units was insufficient 
but complete sterilization was obtained by a total dose 
of 25,000 to 35,000 units given over 5 days, at least 
5,000 units being given daily. Penicillin cures the 
infection after a dose of 15,000 units. G. M. Findlay 


1801. Syphiloma of the Neck of the Uterus. (Sul 
sifiloma del collo dell’utero) 

A. Ferrari. Dermosifilografo [Dermosifilografo| 
122, 207-226, Sept.—Oct., 1947. 29 refs. 


Syphiloma of the cervix, though mentioned in all the 
textbooks, is still considered to be very rare and is often 
not detected. It is mostly situated on the anterior lip 
of the cervix. In diagnosis of this syphiloma, as in 
almost all syphilomata, the finding of enlarged lymph 
nodes is important, because they accompany every 
syphilitic infection. The author points out the need for 
clinical and laboratory examinations for syphilis when- 
ever there are erosions or ulcerations of the cervical 
mucosa. He describes 6 cases personally observed, 
some of which demonstrate how easily this lesion may 
escape observation, even by skilled clinicians. It is 
concluded that: (1) syphiloma of the cervix is not so 
rare as it has been thought to be; this fact is demon- 
strable if systematic investigations are carried out in 
cases of recent secondary syphilis; (2) diagnosis is not 


d 
if 
T 
e 
I 
( 


easy, since syphiloma of the cervix does not always cause 
subjective symptoms and may be confounded with other 
lesions; (3) a search for enlarged pelvic lymph nodes, 
the usual lymphatic reaction in this particular type of 
syphilitic lesion, may help diagnosis. Kate Winkler 


GONORRHOEA 


1802. A Study of Preinoculation and Preincubation Factors 
in the Primary Isolation of Neisseria gonorrhoeae 
J. H. ScnusBert, M. A. Bucca, and J. D. THAYER. 
Journal of Venereal Disease Information [J. vener. Dis. 
Inform.] 28, 214-217, Oct., 1947. 6 refs. 


This study describes the results of experiments to 
determine the most satisfactory methods for the pre- 
inoculation and pre-incubation of Neisseria gonorrhoeae. 
The material consisted of cervical exudate from 145 
established cases of gonorrhoea. It was collected on a 
sterile cotton swab which was rolled on Peizer’s plasma— 
haemoglobin-agar medium and spread over its whole 
surface with a wire loop. The plates were examined 
after 48 hours’ incubation at 35°C. in a 10% carbon 
dioxide atmosphere. Direct transfer with a dry swab 
of the discharge from the patient to the culture plates 
in the clinic increased by 19% the number of positive 
cultures obtained (96-5%), as compared with the number 
obtained (77-2%) with the indirect transfer of discharge 
first suspended in broth before being inoculated on to 
the plate in the laboratory. Inoculations made in the 
clinic always gave results superior to those made in the 
laboratory, and the results achieved by placing the 
discharge directly on the culture medium were more 
accurate than those found after carrying the infected 
material in peptone solution. No advantage accrued 
when 0-1% cysteine was added to Peizer’s medium, but 
holding the plates in an atmosphere of 10% carbon 
dioxide for 24 hours at room temperature before inocula- 
tion produced 25-4% more positive cultures (96-6%) than 
did similar plates without carbon dioxide (71-2°%). 

T. Anwyl- Davies 


1803. A Comparison of the Efficiency of Three Methods 
of Transportation of Gonorrheal Specimens 

L. R. Peizer and G. I. STEFFEN. Journal of Venereal 
Disease Information [J. vener. Dis. Inform.) 28, 218-221, 
Oct., 1947. 7 refs. 


To determine the most efficient means of despatching 
gonorrhoeal cultures to the laboratory three methods 
were tested. 

In the most successful the authors used a rectangular 
bottle 24244} in. 10-6 cm.) with a 
screw cap, containing a }-in. (0-6-cm.) layer of plasma 
haemoglobin agar on the long side of the bottle. Out of 
a series of 511 controlled specimens 95-16% were positive 
after an incubation delay of 24 hours. The colonies are 
easily identified as the inoculation area is large, but time 
is consumed in dispensing medium into screw-capped 
bottles. A tube 4x2 in. (10x0-9 cm.) containing 
slanted plasma haemoglobin agar on which the infected 
material was streaked was used in the second method. 
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The tube contained about 10% carbon dioxide. This 
method was less effective than the first, as only 87-81% 
of positive results were obtained out of a series of 173 
specimens. Moreover, this procedure is less practical, 
as incubation within 6 hours and the addition of carbon 
dioxide to the tubes were required. A carrying tube 
with chocolate gelatin Nile-blue-A agar into which the 
swab with infected material was inserted was not satis- 
factory. Only 29-03% of positive results were obtained 
when incubation was delayed for 24 hours, and the 
Nile-blue-A did not sufficiently inhibit many of the 
contaminating organisms. T. Anwyl- Davies 


1804. Penicillin in 1% Beeswax—Arachis Oil 
H. BrinpDie, R. W. FAIRBROTHER, and F. B. JACKSON. 
Lancet [Lancet] 2, 505-506, Oct. 4, 1947. 5 refs. 


The study for some years of slow-release vehicles in 
the Department of Pharmacy and Pharmacology, 
Manchester University, indicated that, to obtain the 
maximal prolongation of the effect of a drug, the volume 
injected should be small, 0-5 to 1 ml. being the optimum 
bulk. Preliminary tests on rabbits showed that no signi- 
ficant difference existed between a plain oil vehicle and 
one containing 4 to 5% of beeswax. Later tests demon- 
strated that 1% beeswax in arachis oil was an excellent 
vehicle for crystalline penicillin. Although the addition 
of beeswax to the oil was of little benefit in maintaining 
an effective penicillin level in the blood, its inclusion had 
the pharmaceutical advantage of distributing and diffusing 
the penicillin in the oil more satisfactorily. A mixture, 
perfectly fluid at ordinary temperatures and sufficiently 
non-viscous to pass through a moderately fine needle, 
was prepared with 30,000,000 units of pure non-hygro- 
scopic sodium penicillin, 1 g. beeswax, and arachis oil 
sufficient to produce 100 ml. Assays of the blood level 
after the intramuscular injection of this preparation of 
300,000 units in 1% beeswax-arachis oil revealed that 
the penicillin levels in serum were maintained for 15 
hours, compared with 8 to 10 hours for the same dose in 
aqueous solution. With a No. 2 serum needle the same 
dose was given to 28 proved cases of acute gonorrhoea, 
20 in males and 8 in females. There was clinical cure 
in all cases, without complaint of pain or local reaction. 

T. Anwyl- Davies 


1805. Penicillin in Oil and Wax in the Treatment of 
Gonorrhoea in Women 

F. Fraser and L. Lome. Canadian Journal of Public 
Health (Canad. J. Publ. Hith] 38, 484-490, Oct., 1947. 
4 refs. 


The authors treated 133 women suffering from 
gonorrhoea with a single intramuscular injection of 
calcium penicillin in pea-nut oil and 4-8% (w/v) beeswax. 
The majority of the women were between 17 and 23 
years of age and had been infected for about 1 month; 
27 had had from one to six courses each of 28 g. of 
sulphathiazole previously; 19 patients received additional 
doses of the same amount of penicillin. In a total of 
156 doses of penicillin there were only two instances 
of mild urticarial reaction. Tests of cure consisted of a 
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direct microscopical examination and a culture of material 
from the cervix on a plate of Peizer’s medium incubated 
at 37°C. in 10% CO, at weekly intervals for 6 weeks. 
Of the 30 positive bacteriological results, 12 were 
obtained at the first examination, 4 at the second, 7 at 
the third, 3 at the fourth, 2 at the fifth, and 2 at the sixth. 
In 15 cases there was a history of a fresh exposure: of 
the 15 in which no such history was obtained all were 


detected within the first three examinations. Penicillin. 


levels in 50 sera averaged not less than 0-025 unit per ml. 
for a period of 15 to 20 hours. Of the 133 patients 
67:7°% were certainly cured, 11-3% possibly cured (1 to 
5 negative tests), 9% probable failures (possible re- 
infections), and 9% definite failures; in 3% no tests 
were carried out. Excluding those patients for whom 
information was incomplete, the cure rate was 95-5% 
(including those who had further treatment). Of the 
patients in whom treatment failed, more than half may 
have been reinfected. With a single dose alone the 
cure rate was 89-99%. Ten per cent of the patients were 
found to have syphilis at the time or within 6 months of 
treatment. T. E. Osmond 


1806. Penicillin-resistant Gonorrhea’’ vs. Non- 
specific Urethritis 

G. E. ParkHurst, F. W. Hars, and G. R. CANNEFAX. 
Journal of Venereal Disease Information [J. vener. Dis. 
Inform.] 28, 211-214, Oct., 1947. 5 refs. 


Investigation of the possibility that certain strains of 
Neisseria gonorrhoeae become penicillin-resistant in vivo 
were made by studying the patients who were sent to the 
U.S. Public Health Service Medical Centre at Hot 
Springs labelled as cases of “ penicillin-resistant 
gonorrhoea ”’. 

Most of these were found by culture to have non- 
specific infections due to various micro-organisms: 
diplococci, staphylococci, streptococci, bacilli, diplo- 
bacilli, trichomonads, and diphtheroids. Not uncom- 
monly, a mucoid or purulent discharge persists after 
patients have been treated with intensive penicillin 
therapy. The authors failed to demonstrate gonococci 
by culture from these discharges and believe that they 
are due to non-gonococcal or “ non-specific ” infections. 
Irrigations with acriflavine, ‘* mercurochrome’”’, 
“ argyrol’’, “ protargol”’, and potassium permanganate 
gave unsatisfactory results. Except for a few cases of 
Reiter’s disease, however, the most persistent discharges 
disappeared after irrigation with streptomycin solution 
(1 in 1,000) three times daily for 2 days. Those found to 
have gonorrhoea were bacteriologically cured with 
penicillin therapy. The majority had one injection of 
300,000 units in 1 ml. of peanut oil with 4-8% beeswax; 
a small percentage required 2 such injections, a day 
apart; and complicated cases were given 3 daily injections 
asaroutine. Ina series of 2,821 cases of male and female 
gonorrhoea not a single instance was encountered in 
which adequate penicillin dosage did not render the 
patient culturally free from the gonococcus. Pure- 
culture, carbohydrate-test-confirmed strains suspected 
of being resistant to penicillin concentrations usually 
maintained in vivo should be subjected to penicillin- 


tolerance tests before a diagnosis is made of “‘ penicillin. 
resistant gonorrhoea ”’.—[Authors’ summary.] 


OTHER VENEREAL DISEASES 


1807. Studies on Lymphogranuloma Venereum. V. The 
Action of some Antibiotic Substances and Sulfonamides 
in vitro and in vivo upon the Agents of Feline Pneumonitis 
and Lymphogranuloma Venereum 

D. Hamre and G. RAKE. Journal of Infectious Diseases 
[J. infect. Dis.] 81, 175-190, Sept.—Oct., 1947. 7 figs., 
67 refs. 


The authors tested the effect of certain sulphonamides 
and antibiotics on the agents of feline pneumonitis and 
lymphogranuloma venereum by treating infected yolk- 
sac suspensions. Sulphonamides had little effect in vitro 
and none in vivo on feline pneumonitis. Streptomycin 
and streptothricin had no effect on lymphogranuloma 
venereum or on feline pneumonitis. Penicillin in high 
concentrations was active against both, more so against 
lymphogranuloma venereum, protection being obtained 
in 77 to 89%.of infections compared with 11% of feline 
pneumonitis; the more pure the penicillin the less active 
it appeared to be. Penicillin was as effective against 
feline pneumonitis when given after 24 hours as when 
given with the infecting dose and was more effective as 
the dose of virus was decreased. Penicillin was most 
active when conditions were favourable for the growth 
of the viruses, tending at first to inactivate and then to 
inhibit them; when all the penicillin had disappeared 
growth was resumed, but at a relatively slow rate. Pure 
penicillin G had no effect during the lag period of growth, 
but was active when growth began. Pure penicillin F 
seemed to bring about a longer period of inhibition and 
to take longer to penetrate the cells, but when it did so it 
was frankly virucidal. Other penicillins, including K 
and high-grade commercial preparations, seemed to 
be only inhibitory. It is suggested that other types of 
penicillin may be found which will penetrate the cells 
quickly before being destroyed or excreted. 

T. E. Osmond 


For Part IV see Abstracts of World Medicine, 1948, 3, 
419. 


1808. Notes on the Epidemiology of Granuloma Inguinale 
C. W. CLARKE. Journal of Venereal Disease Information 
[J. vener. Dis. Inform.] 28, 189-194, Sept., 1947. 13 refs. 


According to Greenblatt there are 10,000 cases of 
granuloma inguinale in the United States. The author 
found that 32 out of 48 State and Territorial health 
departments required notification of the condition, 
which is more prevalent in south-eastern States. Of 
cases reported in 20 States in 1943 only 8% were in white 
persons; 58% were in males. Granuloma inguinale 
constituted: 2-4% of all venereal infections in Negro 
troops over a period of 17 months. 

The evidence for and against its venereal origin is 
presented. No adequate study has been made of the 
epidemiology of the condition, nor is its incubation 
period known; in 55 out of 60 cases the incubation period 
ranges from 3 to 40 days. Maurice McElligott 
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1809. New Horizons in Therapeutic Nerve Block in the 
Treatment of Vascular and Renal Emergencies with 
Continuous Caudal and Continuous Spinal Analgesia and 
Anesthesia 

R. A. Hincson, F. E. Wurracre, J. G. HuGues, H. B. 
TuRNER, and J. M. BARNETT. Southern Surgeon [Sth. 
Surg.] 13, 580-609, Aug., 1947. 22 figs., 15 refs. 


Conduction anaesthesia was first practised 50 years 
after the discovery of inhalation anaesthesia. It is 


~ . segmental and eliminates pain at its source instead of 


blunting its central interpretation. When pain is 
obliterated by anaesthesia the functions of many tissues 
are altered; a study of these alterations may be of use in 
treatment. Therapeutic nerve block depends on the 
fact that the pain and vasomotor fibres are blocked 
earlier, more fully, and longer than the motor fibres. 


“Experience with 15,000 patients under spinal, caudal, 
paravertebral, presacral, peridural, and sympathetic ganglion 
anaesthesia, clearly convinces one of the cardinal rolé that 
is played by the peripheral vascular bed when it is subject 
to temporary conduction denervation. No one can watch 
a hypertensive, eclamptic, comatose, convulsant patient in 
acute heart failure and pulmonary oedema, rescued within 
30 minutes by a therapeutic continuous caudal or continuous 
spinal anaesthesia, which frequently lowers the blood pres- 
sure 100 mm. of mercury, and simultaneously relieves 
headache and blurred vision, raises the skin temperature of 
the feet 30° F., diminishes near fatal pulmonary oedema, 
slows and steadies the failing heart, increases renal output 
and coincidentally abolishes pain, without appreciating that 
in this mechanism lies one of the most potent weapons the 
physician possesses to wage against disease and death.” ' 


Spinal and continuous caudal analgesia are strongly 
recommended for the obstetric patient, handicapped by 
disease. Since 1943, the authors have used these methods 
in 85 labours in women with cardiac disease; there have 
been no maternal deaths. Spinal analgesia, by pooling 
blood at the periphery, dilating veins, and decreasing 
venous pressure, can be regarded as a bloodless phlebo- 
tomy, useful in heart failure and pulmonary oedema. 
By this method the venous pressure can be lowered 
without any loss of haemoglobin. When the effects of a 
single dose of a spinal analgesic have worn off the 
symptom—high blood pressure, paralytic ileus—may 
return. This indicates the need for a continuous, con- 
trolled application of the block for as long a time as 
may be necessary. 

A case of eclampsia with severe heart failure and 
pulmonary oedema is described. The patient was mori- 
bugd; oxygen failed to relieve the cyanosis and digitalis 
intravenously did not relieve the heart failure. There 
was improvement immediately after the administration 
of continuous caudal analgesia with ‘* metycaine”’. 
When this was discontinued after 5 hours the symptoms 
recurred until the block was resumed. The patient then 
had a copious haemorrhage from a placenta praevia. 
A Caesarean section was performed and caudal analgesia 


continued for the next 20 hours. The level of analgesia 
then fell and could not be maintained. Again the 
symptoms came back, so continuous spinal “ pontocaine ” 
(amethocaine) was given for 48 hours, after which it was 
discontinued, all symptoms having subsided. Four very 
severe cases of acute nephritis in children were treated in 
this way; 2 patients recovered. The authors also 
describe a case of acute nephritis, which probably 
provides a record for duration of spinal analgesia; the 
latter was maintained continuously for 10 days and 6 
hours, during which time a critical hypertension was 
reduced 114 times. The acute nephritis with anuria 
followed cavernous sinus thrombosis. Seventeen cases 
of vascular and renal emergencies are tabulated; 9 of 
the patients recovered. The treatment was also given 
in 18 cases of eclampsia; there were 2 deaths in this 
group. W. Stanley Sykes 


1810. Concentration Test of Renal Function Using 
Posterior Pituitary Injection. An Evaluation 

N. G. SCHNEEBERG. Archives of Internal Medicine 
[Arch. intern. Med.] 80, 193-202, Aug., 1947. 4 figs., 
19 refs. 


A renal function test based on the antidiuretic action of 
posterior pituitary extract is described. The technique 
is simple; restriction of food or fluids is unnecessary. 
Ten units of posterior pituitary injection, U.S.P., is 
injected subcutaneously after the bladder has been 
emptied. At hourly intervals three samples of urine are 
collected and their specific gravity is estimated. In 136 
patients the results of this method were compared with 
the results obtained by the common tests (Addis, Fish- 
berg, Volhard); the discrepancies were irrelevant. 
Observations of pulse rate, systolic and diastolic blood 
pressure, and electrocardiograms revealed no untoward 
effects. The method is obviously contraindicated in 
people who are hypersensitive to the preparation, in 
patients with marked coronary disease, in epilepsy, or in 
pregnant women. L. H. Worth 


1811. On the Artificial Kidney. I. Apparatus for 
Dialysis of the Blood in vivo. [In English] 

N. ALWALL. Acta Medica Scandinavica {Acta med. 
scand.| 128, 317-325, Aug. 1, 1947. 5 figs., 6 refs. 


This is a description of the Swedish pattern of the 
artificial kidney as designed in 1944 independently of 
and without knowledge of the Dutch model. The 
principle used in the two patterns is basically the same; 
heparinized blood on its way through tube made of a 
semi-permeable membrane is being dialysed against 


_ saline. The cellophane tube—10 to 12 metres in length 


against the 30 to 45 metres of the Dutch model—holding 
about 500 ml. of blood is placed between two cylinders 
in such a manner that the blood in it is squeezed into a 
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rather thin layer, yet the resistance can be overcome by 
the patient’s own arterial pressure without the help of a 
special pump. The outer surface of the inner cylinder 
on which the cellophane tube—about 32 mm. wide—is 
wound and the inner surface of the outer cylinder are 
grooved to allow the saline to run through in the opposite 
direction to the flow of the blood. The results of the 
tests of the dialysing capacity of this apparatus will be 
published in a later paper. L. H. Worth 


1812. The Influence of Injections of Homologous 
Hemoglobin on the Kidneys of Normal and Dehydrated 
Animals 

J.J. Lauicu. Journal of Experimental Medicine [J. exp. 
Med.) 86, 153-158, Aug., 1947. 39 figs., 9 refs. 


The author injected solutions of stroma-free homo- 
logous haemoglobin intravenously into rabbits. He 
found that dehydration, if sufficiently prolonged, 
favoured the accumulation of haemoglobin or its 
derivatives in the kidneys, principally as casts in the 
distal convoluted tubules. Renal obstruction followed, 
with atrophy and dilatation of the tubules proximal to 
the obstruction. Extensive renal involvement was 
associated with elevation of the blood non-protein 
nitrogen, and some animals died of renal failure. Haemo- 
globin injected intraperitoneally into rats and guinea-pigs 
was readily excreted by the kidneys. Martin Hynes 


1813. Recovery of a Pressor Principle from the Blood 
Plasma of Cats Given Kidney Extracts 

O. M. HELMerR and R. E. SHIPLEY. American Journal of 
Physiology [Amer. J. Physiol.] 150, 353-357, Aug., 1947. 
2 figs., 2 refs. 


A pressor principle, as previously described, was 
obtained from the blood of cats, which had died from 
various causes. Extracts prepared from normal cats’ 
kidneys were injected intravenously into three series of 
anaesthetized cats: (1) normal animals; (2) cats which 
had undergone double nephrectomy half an hour 
previously; (3) cats nephrectomized 2 days before. At 
varying periods the plasma was tested for pressor sub- 
stances capable of causing sustained increase of blood 
pressure in cats nephrectomized 2 days previously. 
Relatively large quantities were found in the plasma of 
the cats nephrectomized 2 days before injection. The 
plasma of cats in groups | and 2 had only small amounts 
of pressor substance, but the presence of kidneys did not 
seem to be primarily responsible for the diminished 
quantities of pressor material found in these animals. 
The amount of renin remaining in the plasma from the 
injected cats was very small and in several instances was 
barely detectable. Injections of such minute amounts 
of renin into test cats caused only small unsustained rises 
in blood pressure. The pressor principle may be a new 
entity, physiologically distinct from renin but extractable 
from kidney tissue together with the latter. D. 7. Barry 


1814. Crush Syndrome and Traumatic Uraemia 
J. H. Hicxs. Lancet [Lancet] 1, 286-287, Feb. 21, 
1948. 2 refs. 


1815. Some Observations on the Management of B, 
proteus Infections of the Urinary Tract 

W. H. Haines and S. Micext. Pennsylvania Medical 
Journal [Penn. med. J.] 50, 1328-1330, Sept., 1947. 


This paper describes 8 cases of Proteus vulgaris infec. 
tion of the urinary tract treated with a new drug of the 
sulphonamide group, NU-445 (3,4-dimethyl-5-sulphanil. 
amidoisooxazole). This drug possesses the usual anti- 
bacterial properties of the sulphonamides. In addition 
it is readily soluble in buffer solution of pH 7-0 and has a 


.low toxicity. It was given experimentally to rats for 


about 26 weeks. No macroscopical or microscopical 
damage was found in the kidneys; neither calculi nor 
crystalline deposits formed. All patients were given 3 g, 
at first, followed by 2 g. 8-hourly. Cultures of urine 
were carried out every other day. 

In 5 cases a sterile urine was obtained and there was 
clinical improvement; in 2 cases improvement was noticed 
even though the infection persisted; in 1 case there was 
no improvement. Urine culture became sterile in 6 to 
12 days. There were no toxic reactions. The results 
were therefore encouraging and further clinical trial and 
evaluation of the drug are warranted. Arnold Elton 


1816. A Diuretic Factor Present in Normal Dog, Human, 
and Dialyzed Human Urine 

J.M.Littie. Journal of Pharmacology and Experimental 
Therapeutics [J. Pharmacol.] 91, 124-129, Oct., 1947, 
1 fig., 4 refs. 


Urine was collected continuously by catheterization of 
non-anaesthetized bitches, the volume being measured 
at 15-minute intervals. When the control rate of secre- 
tion had been established, normal dog or human urine or 
dialysed human urine was infused in a 2- to 5-minute 
period. The volume of fluid infused was 0-5 to 1% of 
the animal’s body-weight, the pH of the solution being 
adjusted to 7-4. All three samples caused an increase in 


urine flow exceeding that due to infusion of control 


solutions with the same concentrations of urea and NaCl 
as the urines. Infusion of distilled water produced a 
mild diuresis in only 1 of 6 dogs. The diuresis due to 
infusion of urine caused a reduction in body water 
equivalent to 1 to 1-5% of the body weight. Mean 
vol. of excess fluid recovered 


vol. of fluid infused 
approximately 1, 0, 3-2, 2-4, and 2-6 for control solutions, 
distilled water, dog urine, human urine, and dialysed 
human urine respectively. An occasional antidiuretic 
action of the infused urine was presumed to be due to 
the presence of pituitary antidiuretic hormone. The 
responsible diuretic factor does not dialyse through 
cellophane against distilled water, but its identity is 
unknown. Derek R. Wood 


recovery ratio RR= was 


For nephritis in textile workers see Abstract 1522; 
for nephritis in childhood see Abstract 1676. 


1817. Treatment of Renal Insufficiency 
G.W.TuHorN. Journal of Urology (J. Urol.] 59, 119-148, 
Feb., 1948. 19 figs., 43 refs. 
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1818. Fibrositis (Muscular Rheumatism) _ including 
Dupuytren’s Contracture: A New Method of Treatment 
C. L. STEINBERG. New York State Journal of Medicine 
(N.Y. St. J. Med.] 47, 1679-1682, Aug. 1, 1947. 12 refs. 


This paper defines the author’s general conception of 
primary fibrositis. He takes the middle road between 
those who state that there is no such condition and those 
whose “liberality was recently reached . . . when 
herniation of fat through a tear in the fascia of the back 
was labelled fibrositis ’’. The general picture drawn of 
the condition conforms with that usually accepted 
{although there may be those who could not subscribe 
to the statement that “* Dupuytren’s contracture is a form 
of primary fibrositis ’’]. 

The pathological findings are described. [The sub- 
mission that the erythrocyte sedimentation rate is never 
increased in primary fibrositis may not be generally 
supported.] The author mentions a previous report 
that creatinuria is an important and significant finding in 
primary non-psychogenic fibrositis. Excretion of up to 
136 mg. in 24 hours is normal in male adults; 150 mg. 
in 24 hours is always found in primary fibrositis, and the 
figure is usually between 300 and 400 mg. A similar 
creatinuria is seen in the experimental laboratory animal 
on a diet deficient in vitamin E. The creatinuria is 
generally relieved by an adequate vitamin-E intake. The 
vitamin-E level in the blood can be estimated by the 
method of Quaife and Harris (J. biol. Chem., 1944, 
156, 499) and has been shown to be low in some cases of 
fibrositis. The author inclines to the hypothesis that 
although in some instances there may be a nutritionally 
deficient intake or absorption of vitamin E by reason of 
hepatic damage in fibrositis, there is primarily a deficiency 
in the utilization of tocopherols by muscle. 

The author’s treatment consists of administration of 
300 mg. mixed natural tocopherols, of which 60% is in 
the form of «-tocopherol, in equally divided doses per 
day. A maintenance dose of 1 mg. per kilo body weight 


_is required later for several months after cessation of 


symptoms. Occasionally a higher maintenance dose is 
needed, up to 300 mg. a day. Objective evidence of 
improvement is mainly noted in Dupuytren’s contracture. 
Clinical cure of a contracture present for 1 year was 
achieved in 4 weeks, and there was considerable improve- 
ment in a case of 30 years’ standing with 9 months’ 
treatment. Several individual cases of satisfactory 
improvement are referred to, but no numerical summary 
of cases so treated is included. Harry Coke 


1819. The Constitution of Rheumatic Subjects. (Zur 
Konstitution des Rheumatikers) 

W. BELART. Schweizerische Medizinische Wochen- 
schrift (Schweiz. med. Wschr.] 78, 56-59, Jan. 24, 1948. 
1 fig., 9 refs. 


1820. The Use of Folic Acid in the Treatment of Anemia 
of Rheumatoid Arthritis—A Preliminary Report 

C. A. L. STEPHENS, A. L. BoRDEN, W. P. HOLBROOK, and 
D. F. Hitt. Annals of Internal Medicine [Ann. intern. 
Med. 27, 420-432, Sept., 1947. 5 figs., 38 refs. 


A constant feature of rheumatoid arthritis is a moderate 
degree of anaemia of the hypochromic microcytic type 
which on careful study will nearly always be found to be 
singularly unresponsive to all the usual anti-anaemic 
agents. Folic acid in doses of 20 mg. daily will bring 
about an over-all general improvement in the blood 
picture of most patients suffering from anaemia in 
rheumatoid arthritis, but no case should be regarded as 
unresponsive until a very much larger dosage, say 
100 mg. daily, has been gradually attained, since require- 
ments vary greatly. Administration of iron is of no 
advantage. The main features of rheumatoid arthritis 
are not in any way improved by folic acid administration, 
but, on the other hand, there are no deleterious or toxic 
effects from the drug. Its influence on haematopoiesis, 
at least in rheumatoid arthritis, is clearly different from 
that of liver or iron. G. F. Walker 


1821. Gold Therapy in Rheumatoid Arthritis 
J.S. BROWNING, R. M. Rice, W. V. Lee, and L. M. BAKER. 
New England Journal of Medicine [New Engl. J. 
Med.] 237, 428-431, Sept. 18, 1947. 4 refs. 


The authors summarize the results of 6 years’ experience 
in the treatment of rheumatoid arthritis by chrysotherapy. 
A course consisted of 1 g. in 100 mg. weekly doses of 
either ‘“‘ myochrysine’”’ or gold acetyl cystein, each 
substance containing approximately 50% gold. During 
the last 4 years the dose has been reduced to 50 mg. 
weekly, although the total amount has remained the 
same. A maintenance dose of 25 mg. every 2 weeks has 
been employed after the “course” is finished. The 
clinical state was assessed on a modification of the 
[valuable] numerical index system of Bayles and Hall 
(New Engl. J. Med., 1943, 228, 418). A fall of 2 points 
in this index was considered significant evidence of a 
clinical improvement. Records of 47 patients were 
examined, 34 being female and 13 male. All had had 
more than 100 mg. of gold, and record extended for from 
18 months to 6 years; 18 cases had a history of less than 
2 years’ duration. 

Results showed generally a 23% improvement (11 
cases), with the greater improvement in cases of short 
duration and in those having the lesser total quantity of 
gold. Five patients died within the period, but in only 
1 case do the authors directly attribute death to the gold; 
62% of the entire group had toxic manifestations—skin 
irritation, exfoliative dermatitis, purpura, neutropenia, 
and renal irritation. Results correspond with those of 
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Short, Beckman, and Bauer (New Engl. J. Med., 1946, 
235, 362). 

[The ‘* courses’ appear to have been given by rule, 
without attention to the dictum of Levinthal and Logan 
that “in each case an attempt must be made to treat 
each patient as a separate and distinct problem”. The 
number of cases is small, and percentage figures are of 
false value. The results are comparatively poor and 
toxic effects extensive, due probably to the lack of a 
method of selection. One must not overlook the fact 
that “in addition, acetyl salicylic acid has been used 
freely to control pain, and application of heat to affected 
joints has been a daily routine with the majority of 
patients Harry Coke 


1822. Clinical and Pathological Study of the Sub- 
cutaneous Nodules of Rheumatoid Arthritis. (Estudio 
clinico e andtomopatolégico dos ndédulos reumaticos 
subcutaneos da artrite reumatdéide) 

M. Luccuesi, O. LuccHest, and D. F. DA SILVEIRA. 
Hospital (Hospital, Rio de J.] 32, 335-399, Sept., 1947. 
29 figs., bibliography. 


This article deals with 313 cases of rheumatoid 
arthritis, in 58 of which subcutaneous nodules developed. 
The nodules were usually encountered over bony pro- 
minences and the proximal end of articulations. Nodules 
were few, generally 1 to 3, but in 1 patient there were 51. 
They rarely appeared at the same time as the arthritis. 


The patients were of all nationalities. The authors — 


believe that the nodules are of no significance in prognosis; 
they certainly cannot be correlated with cardiac involve- 
ment. This, of course, contrasts markedly with rheu- 
matic fever, in which the presence of nodules indicates 
cardiac involvement. The authors however admit that 
the nodules of rheumatoid arthritis and those of rheu- 
matic fever may be different phases of the same funda- 
mental process. Histologically, the nodules showed 
exudative dnd degenerative changes. There were 
extensive areas of granulomatous necrosis with eosinophil 
infiltration. There were also oedema and fibrinoid 
degeneration of the connective fibres, with obliterative 
endarteritis and subsequent fibrosis. 
Paul B. Woolley 


1823. Blood Transfusions in the Treatment of Rheumatoid 
Arthritis. [In English] 

O. Appetovist and ©. Hoisti. Schweizerische Medizi- 
nische Wochenschrift |Schweiz. med. Wschr.] 77, 977-980, 
Sept. 13, 1947. 4 figs., 17 refs. 


After a brief review of the literature the authors 
describe the treatment of 24 cases of chronic rheumatoid 
arthritis by blood transfusions. The normal dose was 
300 ml. and the average number of transfusions was five. 
In grouping the blood no account was taken of the Rh 


factor, though the importance of this, especially in the 


case of young women, is pointed out. A febrile reaction 
followed 50% of the transfusions, and these reactions 
tended to precede an immediate improvement in the 
clinical condition. The results were favourable, though 
rarely dramatic. Improvement in the clinical condition 


was more marked than a relatively small reduction in the 
erythrocyte sedimentation rate would indicate. The 
authors make a plea for the use of blood transfusions 
in preference to gold, which, in their experience, has 
resulted in a high proportion of severe reactions. 

H. F. Turney 


1824. Carbohydrate Metabolism in Osteitis Deformans, 
or Paget’s Disease 

R: C. Moewuic and H. L. Appotr. Journal of the 
American Medical Association [J. Amer. med. Ass.] 134, 
1521-1524, Aug. 30, 1947. 2 figs., 9 refs. 


The authors report 2 cases of Paget’s disease in which 
there was a high familial incidence of diabetes. In the 
second case, for instance, both parents had died of 
diabetes, one at a comparatively early age; the patient 
herself showed a diabetic type of blood-sugar curve, and 
her brother and sister, both of whom suffered from 
Paget’s disease, also showed diabetic types of curve. In 
a previous review of 40 cases of Paget’s disease, 13 were 
found with a family history of diabetes; there is also a 
high familial incidence of tallness and obesity since 35 had 
immediate relations 71 in. (1-8 m.) or more in height, 
and 30 had immediate relations weighing 200 lb. (90 kg.) 
or more; 27 out of 31 cases examined gave a diabetic 
type of blood-sugar curve. Similar figures were obtained 
in a series of 94 osteoporotic cases. 

O. L. V. de Wesselow 


1825. The Clinical Significance of Hyperostosis Frontalis 
Interna 

N. G. SCHNEEBERG, G. WOOLHANDLER, and R. LEVINE. 
Journal of Clinical Endocrinology clin. Endocrinol.) 7, 
624-635, Sept., 1947. 1 fig., 31 refs. 


The authors report a comparison in cases of hyper- 
ostosis frontalis interna (H.F.I.) and in a control group 
of patients without H.F.I. of 17 symptoms often con- 
sidered to be associated with H.F.I. They give the 
percentage incidence of these symptoms in the following 
groups: (1) H.F.I., 657 cases from the literature. 
(2) H.F.L., 25 personal cases. (3) Controls, 50 patients 
without H.F.I., females, whose clinical state had at some 
time necessitated a radiograph of the skull. They found 
that cardinal symptoms such as obesity and hirsutism 
were aS common, or more so, in the control group as in 
the others, and conclude that no clinical entity character- 
istic of H.F.I. exists. They also describe 3 patients with 
H.F.I. but without symptoms. [The figures given cer- 
tainly show about the same incidence of obesity and 
hirsutism in the H.F.I. and the control groups, but the 
controls were 70% obese, 10% hirsute, and 64% psycho- 
neurotic, so that some latitude remains for the classical 
groupings associated with the names of Morgagni, 
Stewart, and Morel.] D. A. K. Black 


1826. Eosinophilic Granuloma of Bone and Hand- 
Schiiller—Christian Disease 

F. M. Love and G. J. FAsHENA. Journal of Pediatrics 
[J. Pediat.] 32, 46-54, Jan., 1948. 4 figs., 22 refs. 
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1827. Lesions of the White Matter of the Central 
Nervous System 

I. M. ScHEINKER. Journal of Neuropathology and 
Experimental Neurology [J. Neuropath. exp. Neurol.] 6, 
227-243, July, 1947. 6 figs., 18 refs. 


After histological examination of lesions of different 
diseases affecting the white matter of the brain the 
author postulates for all a common pathogenesis, that of 
central vasoparalysis. This he considers to be. the basis 
of the lesions in such different conditions as arsphenamine 
poisoning, trauma of the brain, and congenital diffuse 
sclerosis of the brain in infants. The white matter is 
principally affected by this process because its blood 
supply is much poorer than that of the cortex and other 
parts of the grey matter; hence the hypoxia resulting 
from stasis causes more severe degeneration. The vaso- 
paralysis may result from physical or chemical irritants, 
which produce a brief initial contraction of the vessel 
wall followed by paralytic dilatation. The resulting 
stasis of blood will cause further dilatation and eventually 
degeneration of the vessel wall. 

{It is difficult to accept so simple and uniform an 
explanation for the effects of noxae of very varied types 
affecting the vessel wall in quite different ways. Nor 
does it seem likely that diffuse sclerosis of the brain and 
haemorrhagic leuco-encephalitis have an _ identical 
pathogenesis. ] J. G. Greenfield 


1828. Cranial Trauma and Extrapyramidal Involvement: 
Cerebral Changes Simulating Those of Anoxia. A Clinico- 
pathologic Report of Three Cases 

N. MALAMUD and W. HAYMAKER. Journal of Neuro- 
pathology and Experimental Neurology [J. Neurol. exp. 
Neurol.] 6, 217-226, July, 1947. 10 figs., 14 refs. 


Three cases of head injury are described in which the 
chief lesions were in the lenticular nuclei. In 1 case 
there was also softening of the substantia nigra and 
pseudo-laminar cortical necrosis and most of the 
Purkinje cells of the cerebellum had disappeared. Cessa- 
tion of respiration during anaesthesia for reduction of 
fractures may have been a causative factor in this case. 
Fat embolism was not found. The authors discuss the 
causation of the lesion, and suggest that similar anoxic 
lesions may be the basis of cases of post-traumatic 
Parkinsonism. J. G. Greenfield 


1829. Asymmetric Spastic Infantile Cerebral Palsy. 
A Clinical Study of Its Causation 

J. McGovern and H. YANNET. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 74, 121-129, 
Aug., 1947. 6 refs. 


This is a study from the Yale Medical School of 67 


cases of cerebral spastic disease in children in whom the 


disease was asymmetrical. The object of the study was 
to ascertain whether it is possible to differentiate cases 
resulting from birth trauma from those due to develop- 
mental defect. Birth trauma was diagnosed retro- 
spectively in 12 cases from a history of difficult labour 
and of asphyxial or convulsive episodes in the neonatal 
period. Eleven cases followed infections, 7 were ascribed 
to Rh-factor effects, and 1 was due to neoplasm. There 
remained 36 “ undifferentiated ’’ cases, without ascertain- 
able cause and therefore presumed to be due to develop- 
mental defect. The 12 children with lesions ascribed to 
birth trauma were generally firstborn children, and tended 
to have small heads and a right-sided hemiplegia; the 
36 children in whom the lesions were presumed to be due 
to developmental defect tended to be the offspring of 
mothers of advanced age, to be premature, and to show a 
left-sided hemiplegia. 

It is concluded that the homogeneity of these two groups 
supports the view that spastic disease can be ascribed to 
birth trauma only where there is clear-cut evidence of 
this from the history. D. Gairdner 


1830. Traumatic Dissecting Aneurysm of Left Internal 
Carotid, Anterior Cerebral and Middle Cerebral Arteries 
H. M. Dratz and B. WoopHALL. Journal of Neuro- 
pathology and Experimental Neurology [J. Neuropath. 
exp. Neurol.] 6, 286-291, July, 1947. 4 figs., 7 refs. 


A short review is given of some cases of traumatic 
thrombosis of major cerebral vessels with subsequent 
cerebral infarction and possible aneurysm formation. 
A personal case is described. A woman of 21 had an 
accident in which her bicycle struck the bumper of a car 
and she was thrown into the windscreen. She at once 
became semicomatose with right-sided paralysis. On 
admission to hospital she had no external signs of head 
injury but some bruises on the body. The eyes were 
directed fixedly towards the left, the pupils being equal 
and reacting to light; there was flaccid paralysis of the 
right side. A diagnosis was made of cerebral contusion, 
with the possibility of rupture of a pre-existing vascular 
lesion. The cerebrospinal fluid contained nearly 2,000 
red cells perc.mm. Later, reflexes increased on the left 
side, with aimless left-sided movements, muscle hypo- 
tonia, and respiratory depression. Trephining revealed 
no evidence of extradural or subdural haemorrhage. 
The patient died the next day of respiratory failure. 

Necropsy revealed flattened cerebral convolutions. 
The left internal carotid artery was patent at its attach- 
ment to the brain, but was occluded by blood-clot from 
the level of the posterior communicating artery, the clot. 
extending into the anterior and middle cerebral arteries 
for about 3cm. The anterior communicating artery was 
patent. On the left side the lower and posterior parts of 
the frontal lobe were soft and discoloured. There were 
numerous haemorrhages in the cortex, with diffuse 
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necrosis of the left cerebral hemisphere and basal ganglia. 
The lateral ventricles were compressed by swelling. 
There were several haemorrhages in the white matter 
and punctate haemorrhages in the pons and medulla. 
Microscopical examination of the internal carotid artery 
showed separation of the intima and internal elastic 
lamina from the media. In one place the elastica had 
been ruptured and thrombus was found in the space 
between it and the media. This could be traced in the 
middle and anterior cerebral arteries. There were also a 
ruptured spleen, a fractured tenth rib, and fat emboli in 
the lungs and kidneys. 

The aneurysmal lesion was presumably produced by 
torsion and stretching of the artery. The pathological 
changes in this case seem to indicate that cerebral sequelae 
from a dissecting aneurysm might manifest themselves 
after an interval. In another case a dissecting aneurysm 
of the internal carotid artery in the neck followed an 
accident when a man fell off a lorry with a rope round his 
neck, the twisting and compression of the rope causing 
rupture of the intima and elastica with subsequent 
thrombosis. Gwenvron M. Griffiths 


1831. Streptomycin in the Treatment of Meningitis: 
Report of 27 Cases Treated at the Boston City Hospital 
T. E. Paine, R. Murray, A. O. SEELER, and M. FINLAND. 
Annals of Internal Medicine [Ann. intern. Med.| 27, 
494-518, Oct., 1947. 4 figs., bibliography. 


Streptomycin may arrest the progress of tuberculous 
meningitis and it is the most effective single agent in the 
treatment of meningitis due to Gram-negative bacilli. 
Dosage for a child of 3 should be 250 mg. intramuscularly 
every 6 hours and 50 mg. intrathecally daily for several 
months. Sulphadiazine may be usefully added in all 
cases, and very large doses of penicillin may also be 
useful in certain cases of meningitis due to Gram-negative 
bacilli. G. F. Walker 


1832. H. influenzae Meningitis in Relation to Treat- 
ment. A Clinical Study of Four Cases 

J. THomson, L. M. Bruce, and M. G. GREEN. British 
Medical Journal (Brit. med. J.| 2, 414-416, Sept. 13, 1947. 
4 figs., 5 refs. 


This paper reviews the treatment of 4 infants suffering 
from H. influenzae meningitis (1 had a mixed infection). 
Three recovered but the fourth died of an intercurrent 
disease. They were treated with intrathecal and intra- 
muscular penicillin and sulphonamides systemically, all 
in relatively large doses. The intrathecal dose of 
penicillin ranged between 25,000 and 50,000 units daily, 
the intramuscular dose between 60,000 and 125,000 units 
daily, and the dose of sulphonamide between 3 and 
4:5 g. daily. The length and continuity of the treatment 
varied. In the last case the principle of “ sulpha- 
combination”’ was also tried as the organism was 
relatively resistant to sulphonamides. [This method is 
recommended as a routine until the results of sensitivity 
tests are known.] A Seitz-filtered watery solution of 
the yellow sodium salt of penicillin was used intrathecally, 
except for the last case, in which pure (white) penicillin 


was used. The former in large doses was found to 
produce severe cerebral reactions, but these were les 
frequent and less severe with the pure penicillin. 

A dose of 50,000 units of penicillin daily intra 
was considered satisfactory, preceded by chloral hydrate 
to diminish cerebral reactions. Lumbar and cisterna| 
routes were alternated. Penicillin in oil-wax suspension 
was given systemically but is not recommended in the 
acute stages, a watery solution being injected 4-hourly 
until signs of recovery occur. The ventricular injection 
of penicillin was employed in 1 case with apparent 
success. 

Sulphonamide- and penicillin-sensitivity tests were 
carried out, the former determining the choice of 
sulphonamide; penicillin-sensitivity tests (and cerebro- 
spinal-fluid penicillin concentrations) were found to bear 
little relation to clinical response. The authors suggest, 
however, that more recent methods of estimation may 
show greater clinical correlation and be of more value. 
They stress the importance of early and adequate treat- 
ment. Zinnemann’s emphasis on the need for con- 
tinuing medication until 7 days after the cerebrospinal 
fluid has become sterile is borne out by their own 
experience, all their cases, except the second, in which 
treatment was continued until the temperature had 
remained normal for 6 days, relapsing owing to in- 
sufficient treatment. A return to an apparently normal 
cerebrospinal fluid is not an indication for ceasing 
treatment. Treatment may safely be related to the 
temperature chart, and will be adequate if intrathecal 
penicillin is continued until the temperature has been 
normal for 7 days. 

[The conclusions of this paper are in line with those 
of Gottlieb et al., who, however, used a much larger dose 
of intramuscular penicillin. They too stressed the 
importance of giving the intrathecal penicillin for 7 days 
after the cerebrospinal fluid had become sterile and intra- 
muscular penicillin and sulphadiazine until 14 days after. 
Their dosage for infants was 30,000 units of crystalline 
penicillin intrathecally, 480,000 units intramuscularly 
(60,000 units 3-hourly), and 3 g. sulphadiazine daily. 
The penicillin dosage was doubled if the organism was 
relatively insensitive. ] J. V. Armstrong 


1833. Prognosis in Medically Treated Sciatica. (A 
Follow-up Investigation of 256 Patients.) [In English} 
O. YrreHUS. Acta Medica Scandinavica [Acta med. 
scand.| 128, 452-472, Aug. 30, 1947. 5 figs., 21 refs. 


The author has reviewed 256 patients (151 men and 
105 women) who suffered from sciatica in the period 
from 1938 to 1944. All cases of “ symptomatic sciatica ” 
have been excluded, but those with radiological evidence 
of spondylitis deformans and osteochondrosis have been 
included. In addition to pain, a positive Laségue’s sign 
was present in all cases. Most patients were between 
the ages of 20 and 50 years, with a maximum in the age- 
group 30 to 39; the period of observation varied from 
2 to 8 years, with an average of 4-7. Over a third of the 
males were engaged in laborious occupations. In 118 
cases the sciatica was on the right side, in 110 on the left 
side, and in 28 on both sides, or there was a history of 


previous sciatica on the other side. A complete neuro- 
logical examination was not made in all the cases. A 
radiological examination of the lumbar spine was made 
in 248 cases with air-myelograph in 8 cases, and changes, 
usually of spondylitis deformans or osteochondrosis, 
were noted in 44-3%. Spondylolisthesis was present 
once and sacralization of the fifth lumbar vertebra in 
3 cases. Lumbar puncture was performed in 91 cases 
with no significant findings. The patients were divided 
into three groups according to the prominence of 
Laségue’s sign: (1) sign positive at 60 degrees or more; 
(2) sign positive at from 60 to 30 degrees; (3) sign 
positive at less than 30 degrees. 

Patients were confined to bed until free from pain when 
at rest and until Laségue’s sign was not positive until 
60 degrees was attained. Local heat and analgesics of 
the salicylate group were given, with massage when the 
patients were free from pain. X-ray treatment was given 
in 21 cases of spondylitis deformans, but injection treat- 
ment and braces were used in only 2 cases. The average 
time spent in hospital was 32-2 days, with averages of 
22-5 days for group 1, 33 days for group 2, and 57:4 days 
for group 3. On discharge from hospital 46-77% of the 
patients were free from symptoms and the others were 
in most cases considerably relieved. 

Replies to an inquiry form were received from 220 
patients and 140 were re-examined. Seven patients 
were operated upon and are excluded from the final 
review. Of the 213 patients 122 were men and 91 
women. The results are summarized in the table below. 


Reduced| 
Fully Fully Ability 
Capable | Capable | Reduced] to Work 
of Work) of Work| Ability | owing to} Remarks 
without | with | to Work) Compli- 
Pain Pain cating 
Diseases 
Men .: 42 51 26 3 One due to 
old age, 2 
to other 
causes 
Women 30 29 30 2 Due to old 
age 
Total 72 80 56 § 
33-8 37-0 26°8 


The condition recurred in about 30% and in 10-8% 
necessitated readmission to hospital. Most relapses 
were in patients who performed heavy work and in those 
with severe sciatica; frequency of relapse also rose with 
an increasing period of observation. The average 
period of disablement for work after recurrence was 
65 days. In all the cases reviewed the average duration 
of incapacity for work before, during, and after admission 
to hospital was 92-3 days. Changes in the ankle-jerk 
are of no prognostic significance, but with a positive 
Laségue’s sign of less than 30 degrees the disease generally 
had a longer duration and an increased tendency to 
relapse. 

Indications for operation are persistent intense pain 
and the presence of serious neurological findings. Con- 
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servative treatment should first be tried for 3 months; 
if after this period no satisfactory progress has been made 
operation should be considered. T. G. Reah 


1834. Sciatica, Especially the Prognosis by Conservative 
Treatment. [In English] 

G. Boysen. Acta Medica Scandinavica [Acta med. 
scand.] 128, 473-485, Aug. 30, 1947. 


During the period from Jan. 1, 1938, to July 1, 1944, 
431 patients (220 men and 221 women) were diagnosed 
as suffering from sciatica. The right and left sides were — 
equally affected, and in 60 patients the pain was bilateral, 
The patients were mainly between 26 and 50 years, with 
a maximum in the 36 to 40 age group. The average stay 
in hospital was 41 days. A lumbar puncture was per- 
formed on 169 patients, with abnormal findings in 36. 
Of 282 patients examined by a neurologist, signs were 
found in 153, usually loss of sensibility over L5 or S1 
segments or alterations in the ankle-jerk. Radiologically 
the lumbar spine, pelvis, and hip-joints were normal in 
27-5% of the 338 patients examined, and in those patients 
with positive findings the radiological changes were often 
difficult to relate to-the sciatica. Myelography was 
performed 38 times—24 times with “ lipiodol”’ and 14 
with air—and in 19 patients a prolapsed intervertebral 
disk was demonstrated. ; 

An inquiry form identical with that sent out by Ytrehus 
(Acta med. scand., 1947, 128, 452, see Abstract 1833) was 
used, and replies were received from 277 patients,* of 
whom 183 were re-examined. Operations had been 
performed on 16 patients and 1 had died, leaving 260 
cases for final review. Of these, 225 were completely 
fit for work, 30 fit for light work, and 5 unfit for work, 
but in only 2 of these 5 patients was the sciatica alone 
the cause of the total incapacity. Symptoms of sciatica 
persisted in 205 patients. There were 83 relapses, with 
an equal incidence in men and women and a higher 
incidence in the younger age group. No criteria were 
found which would assist in detecting those cases likely 
to relapse. Of the 16 patients treated surgically, 10 
made good recovery, 4 relapsed, and 2 have been 
observed for too short a period to assess the result. 

Treatment has consisted of rest, analgesics, heat, and 
massage. Patients suffering from spondylosis have 
received x-ray treatment and in recent years corsets have 
been used, first of plaster of Paris and later of paper. 
Persistent pain, neurological changes, and reduction of 
capacity for work are indications for operation. 

T. G. Reah 


1835. Electromyograms in Muscular Disorders 

E. KUGELBERG. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.) 10, 
122-133, Aug., 1947. 13 figs., 25 refs. ; 


Electromyographic studies have been made in cases of 
myopathy of various types, dystrophia myotonica, 
myasthenia gravis, and various forms of lower motor- 
neurone lesions. Characteristic changes are found in 
muscular dystrophy, with similat changes in dystrophia 
myotonica and myasthenia gravis; all these changes. 
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differ from those observed in cases of lower motor- 
neurone lesion. The electromyogram, therefore, has a 
place in differential diagnosis. [The original paper must 
be read for technical details.] Hugh Garland 


1836. The Combined Action of Phenobarbitone and 
Epanutin 

D. Bratr. British Medical Journal [Brit. med. J.] 2, 
171-174, Aug. 2, 1947. 25 refs. 


Phenobarbitone and “ epanutin”’ (sodium diphenyl- 
hydantoinate), the two most important drugs in the 
treatment of epilepsy, both have disadvantages. The 
former produces drowsiness; the latter mental, nervous, 
and skin reactions. The present work, undertaken in 
1940-1, is an attempt to discover the toxicity, optimum 
dosage, and efficiency of the two combined. 

Epileptic psychotics were chosen; 30 were given gr. 3 
or 4 (0-2 or 0-26 g.) of phenobarbitone daily and 6 were 
given epanutin. In the first group epanutin was added; 
in 2 cases the phenobarbitone was reduced from gr. 3 to 2 
a day, and in 3 from gr. 4 to 2 a day, some months after 
the addition of epanutin, for control purposes. At 
first epanutin gr. 14 (0-1 g.) was added twice daily with 
no reduction in the number of fits; in 1 case toxic symp- 
toms appeared and ceased on withdrawal of the drug. 
In 3 months the dose was raised to gr. 14 three times a 
day and this dose was given for 6 months, when it was 
gradually withdrawn. In 5 cases there was a definite 
decrease in the number of fits, and in 8, including 3 of 
the former cases, behaviour improved. Five patients 
had toxic symptoms—ataxia, confusion, or paraesthesiae. 
In all cases improvement and toxic symptoms ceased on 
withdrawal of the epanutin. In all but 1 of the control 
patients on reduced doses of phenobarbitone the fits 


increased in number before and after the addition of . 


epanutin. 

In the second group phenobarbitone gr. 1 (65 mg.) 
twice daily was added without improvement. After 
3 months-the dose was raised to gr. 1 three times a day; 
this dose was continued for 6 months when the drug 
was withdrawn. Two patients whose fits were well 
controlled by epanutin and 2 whose fits were not so well 
controlled did not improve; 1 patient improved and 
1 patient become lethargic. In the last 2 cases, with- 
drawal resulted in relapse to the previous state. 

In a third group, epanutin gr. 14 and phenobarbitone 
gr. } (50 mg.) were made up into capsules to reduce the 
number of doses. Eighteen females of the 30 on the 
combined drugs were given one capsule thrice daily. 
The 5 patients who had improved remained well con- 
trolled. Of those unaffected 9 remained so; the other 
4 had several fits after some weeks; 1 had four severe 
fits with pyrexia, to which she was liable, and 1, who had 
had toxic symptoms, developed them again. Fifteen 
men treated similarly for 3 weeks did not develop toxic 
symptoms. 

In the first two groups the number of fits was reduced 
in 16-6%; behaviour improved in 22% of the first group, 
and in 16-6% of the second. In group I toxic symptoms 
were attributable to epanutin, and ceased on its with- 
drawal; in group II, toxicity could be attributed to 
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phenobarbitone; in group III a combination of the drugs 
did not add to the toxicity. The smaller phenobarbitone 
dosage—gr. ? (50 mg.) instead of gr. 1 (65 mg.)—chosen 
on account of the patients’ psychotic condition probably 
explains the cases in which an increase in fits occurred 
under capsule therapy. 

Phenobarbitone probably acts on the diencephalon 
and epanutin on the cortex; they do not reinforce each 
other, but have entirely different effects. Sufficient of 
each drug must be given to produce an effect by itself: 
the toxic symptoms of one are not changed by addition 
of the other, and there is no increase in the number of 
fits when the drugs are combined. D. D. C. Howat 


1837. A Case of Musicogenic Epilepsy 

D. SHaw and D. Hitt. Journal of Neurology, Neuro- 
surgery and Psychiatry [J. Neurol. Neurosurg. Psychiat, 
10, 107-117, Aug., 1947. 7 figs., 15 refs. 


A case of musicogenic epilepsy is described. Fits 
developed when the patient was in her thirties and it was 
not for some years that they were related to music, 
Minor fits, with wave and spike discharge, were seen at 
41. The epilepsy appears to be idiopathic, with a focus 
of origin in the left temporal lobe. The attacks are 
preceded by considerable emotional disturbance, and 
this, though not the fits, can be produced by a pure tone 
of 512. Fits follow different kinds of music within 5 
minutes. The possible mechanisms of fit production 
and the possible relation to audiogenic seizures in rats 
are discussed. Hugh Garland 


1838. Metabolic Studies in Periodic Paralysis. (Stoff- 
wechseluntersuchungen bei paroxysmaler Lahmung) 

H. JANTz. Nervenarzt [Nervenarzt] 18, 360-378, Aug., 
1947. 13 figs. 


Nine patients (7 men and 2 women) suffering from 
periodic paralysis were studied in the course of 8 years; 
altogether 68 attacks were observed. In every case the 
potassium content of the blood serum was lowered during 
an attack; it was found to be 13 to 15 mg. per 100 ml. 
during an average attack and 6 to 8 mg. per 100 ml. 
during a severe attack. The lowest value was 5-5 mg. 
per 100ml. As soon as the paralysis receded, the potas- 
sium content of the blood serum reached the original 
level of about 20 mg. per 100 ml. Potassium chloride 
in 15- to 20-g. doses dissolved in water and given by 
mouth stopped every attack. 

There was no alteration in the calcium, sodium, and 
magnesium contents of blood serum during an attack. 
Excisions of muscular tissue during an attack seemed to 
suggest that the potassium content of the muscles was 
increased. All the author’s observations point to a 
muscular origin of periodic paralysis. As creatinine 
content and phosphorus content were diminished in the 
blood serum during an attack but not in excised bits of 
muscles, the author concludes that during an attack 
muscle is, owing to the lack of potassium, unable to 
split up creatine-phosphoric acid. He finally states 
that 20 mg. desoxycorticosterone produced an attack 
invariably in cases of periodic paralysis; this suggests 
some relation to the adrenal glands. F. K. Kessel 


Psychiatry 


1839. Psychoses in the Mentally Defective. (Psykoser 
hos intelligensdefekte) 

J. Ravn. Nordisk Medicin (Nord. Med.] 35, 1691-1696, 
Aug. 15, 1947. 4 refs. 


In a mental hospital in Nykoping, Denmark, a study 
was undertaken of the male patients admitted between 
Jan. 1, 1941, and Aug. 1, 1946, with a view to ascertaining 
how many of them had a background of oligophrenia. 


The intelligence tests were carried out only after psychoses . 


had become quiescent or had passed off completely. A 
Danish version of the Binet-Simon test was employed, 
and the information thus obtained was supplemented 
by reports from the patient’s. school and by the clinical 
findings of a doctor. Among 815 patients were 109 with 
defective intelligence. Fully 26% of the patients with 
reactive psychoses proved to be oligophrenic. 

In principle the care of the mentally backward in 
Denmark is confined to institutions quite distinct from 
those providing for the care of the insane, but it is 
evident that a considerable proportion of the insane are 
recruited from neglected cases of oligophrenia which with 
appropriate early treatment would not have lapsed into 
insanity. School authorities are by law obliged to make 
special provision for the oligophrenic, but in practice 
some two-thirds of these children are allowed to drag on 
in an ordinary school, and only 7-4% are placed in special 
schools. Critical reference is made to the lot of the 
oligophrenic quislings who have undergone terms of 
imprisonment in contact with mentally normal traitors 
to their country. It is also suggested that many patients 
recovering under shock treatment are oligophrenics 
suffering from psychogenic psychoses, although they are 
classified as schizophrenics and used to demonstrate the 
efficacy of this treatment. Claude Lillingston 


1840. Homosexual Offences and their Relation to Psycho- 
therapy 

F. H. Taytor. British Medical Journal (Brit. med. J.] 
2, 525-529, Oct. 4, 1947. 7 refs. 


It has been stated that all those who have committed 
homosexual offences are true homosexuals and require 
psychotherapy. To test the truth of this statement an 
analysis was undertaken of the findings in 96 persons 
committed to Brixton prison_ during 1946. Of this 
group, 39 were convicted of indecent assaults on boys 
under 16, the magistrates having asked for a report on 
the mental state of 25; 24 were found guilty of importun- 
ing, reports being asked for in 20; 17 were in prison 
for gross indecency, 5 reports being asked for; and 16 
for buggery, only 2 reports being asked for. Fifty- 
‘seven had committed offences against boys and 39 
offences against men. Convictions were obtained 
-chiefly in the early autumn and on men under 50; 55 had 


had no previous convictions and only 22 of the rest had 
been convicted before for homosexual offences. 

The pseudo-homosexual individuals committed offences 
as a substitute for heterosexual activity. There were 66 
of these, of whom 34 were found to be suffering from 
mental abnormality. Reports were asked for by magi- 
strates in“39 of the 66 cases, and 29 were found to be. 
mentally abnormal, showing that the bench had good 
insight into the mental state of the prisoners before them. 
They “* missed ”’ an epileptic, 2 cases of anxiety, 1 dull 
and backward man, and 1 non-certifiable senile dement. 
Twelve were of the bisexual group capable of full sexual 
satisfaction with either sex but apt to be attracted to 
abnormal practices. Four had had psychotherapy with 
little success, 4 were recommended for treatment, and 
4 were considered unsuitable. The prostitute group 
comprised 5 cases. There were only 13 true inverts; 
1 of these was attracted to boys, the others to men. Six 
were androgynous in build. Five were always passive, 
2 always active, and 3 either active or passive; 3 indulged 
in mutual masturbation only. Eleven had definite 
homosexual fantasies. Emotional conflict was present 
in 7. Seven patients had had adequate psychotherapy, 
** cures ” being claimed, yet 4 such patients had landed in 
prison. Three emphatically refused treatment, 2 were 
unsuitable, and only 1 was considered likely to benefit. 
All cases had offended against public decency. To deal 
with homosexuals is difficult; the public sometimes, 
and parents of assaulted children often, demand retribu- 
tion. The deterrent effect of prison is uncertain, and 
re-education, at least by psychotherapy, of dubious value. 
There is need for a better understanding, by both sides 
of the psychiatric and legal points of view. Ten illustra- 
tive case histories are recorded. R. G. Gordon 


1841. Brief Retrograde Amnesia 
G. pE M. Rupo.r. Journal of Mental Science [J. ment. 
Sci.] 93, 342-353, April, 1947. 12 refs. 


This is a study of retrograde amnesia of brief duration, 
based on information given by 117 subjects who had 
undergone one or more terrifying incidents. The 
investigation was carried out months or even years after 
the incidents had occurred. Usual methods, including 
hypnosis, were employed to recover the forgotten 


material. It was concluded that retrograde amnesia 
may occur with or without unconsciousness, the presence 
of which is as a rule difficult to assess. No direct relation 
was noted between the lengths of amnesia and of post- 
traumatic unconsciousness. Fear of imminent injury 
or death played an important part in the causation of 
amnesia in a large number of subjects who after exposure 
to danger remained uninjured. Sugh cases were not 
unlike those which follow actual injury. Memory here 
could be recovered up to and including the moment of 
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physical impact. Such findings throw some doubt on - 1844. Vitamin E in Treatment of Mental Disorders 


‘the assumption that cerebral injury is necessarily the 


cause of retrograde amnesia. The alternative explana- 
tion is offered that in a great number of cases brief 
retrograde amnesia, connected with an actual or possible 
physical injury, is due to repression caused by fear, with 
the exception of amnesia for a period of less than a 
second in duration, which may be due to organic 
disturbances. A. Limentani 


1842. Narco-synthesis Immediately following Insulin 
Shock. A Preliminary Report : 

S. Levy and H. A. Perry. Journal of Nervous qnd Mental 
Disease [J. nerv. ment. Dis.] 106, 137-149, Aug., 1947. 
12 refs. 


This is a preliminary report on a series of 11 women 
with schizophrenia, manic-depressive psychosis, and 
psychoneuroses, treated as follows. An orthodox 
course of insulin shock treatment was carried to the 
stage of coma, and thereafter the dose of insulin was not 
increased. On certain days the coma was terminated 
after 45 to 60 minutes by administration of glucose by 
stomach tube, and as soon as the patient began to respond 
gr. 74 to 15 (0-5 to 1 g.) of “ sodium amytal ” was given 
slowly intravenously until a temporary state of intoxica- 
tion was reached. The patient was then persuaded to 
abreact for 30 to 60 minutes, after which she took food 
and rested. An interview later in the day provided the 
opportunity for further study of the data obtained in the 
morning. Usually there were three sessions a week, a 
total of 6 to 10 administrations of sodium amytal being 
given with twice as many interviews with the patient 
awake. The average course of insulin was shortened 
from 13 weeks to 6 or 8 weeks. Cases were selected 
because they did not respond favourably to ordinary 
narco-synthesis or to insulin shock treatment. 
Advantages clairned are that transference was rapidly 
established, resistance overcome, and the underlying 
psychopathology revealed. Case histories of three 
schizophrenics successfully treated are described. 

Elliott Emanuel 


1843. Contra-indications for Leucotomy: Whom not to 
Leucotomize 

E. L. Hutton. Journal of Mental Science [J. ment. Sci.] 
93, 333-341, April, 1947. 


Only some of the contraindications to leucotomy are 
discussed in this article, which includes detailed personal 
histories of 3 patients—2 neurotics and 1 schizophrenic— 
whose behaviour was worse after the operation. Un- 
desirable character traits such as aggressiveness, egoism, 
and lack of social adjustment became more prominent. 
Similar observations were made in the more successful 
cases, but here the improvement of the character as a 
whole offset the accentuation of the unpleasant traits. 
The character and the personality are therefore better 
aids than the type of illness in assessing the probable 
results of the dperation. The importance of changing 
the environment, the breaking of old habits, and the 
re-education of the leucotomized patient is adequately 
discussed. A. Limentani 


S. T. MicHaet and A. H. RUGGLEs. Archives of Neuro. 
logy and Psychiatry (Arch. Neurol. Psychiat., Chicago] 58, 
351-356, Sept., 1947. 7 refs. 


Following reports of benefit from administration of 
vitamin E in the menopausal syndrome the authors 
investigated its effect on involutional illnésses; 35 
patients (24 women and 11 men) with chronic mental 
disease were taken at random. Some younger patients 
were included. One capsule of a preparation containing 
50 mg. of mixed tocopherols, of which 30 mg. was present 
as a-tocopherol, was given over periods ranging from 7 
to 121 days. Sometimes the dosage was increased, 
Oestrogenic levels in 7 women were determined by the 
vaginal-smear method before and after treatment. Two 
patients showed complete remission and 5 improved, 
Those who showed improvement were depressed and 
agitated, with ‘‘ moderate confusion’. Increased 
psychomotor activity was observed in 14 patients, 2 of 
whom became worse during the treatment. When 
improvement occurred it was generally after 3 to 4 doses, 
One patient obtained complete and others partial relief 
from vasomotor symptoms. No change in oestrogenic 
activity was observed. The authors believe that vitamin 
E acts not by correction of deficiency but directly by 
pharmacological action. The general effect was that of 
stimulation. Vitamin E influenced psychomotor activity 
in 60%; improvement occurred in 20% and intensification 
of symptoms in 40%, no change being observed in the 
remainder. The number of remissions was not signifi- 
cantly greater than that in untreated cases. The value 
of vitamin E ranks below that of shock treatment, but 
the drug may be of use where the latter is contraindicated. 

E. W. Anderson 


1845. Rat-bite Fever in the Treatment of General 
Paresis. (Sodoku in der Paralysebehandlung) 

H. BRUNOLD. Schweizerische Medizinische Wochen- 
schrift [Schweiz. med. Wschr.] 77, 919-921, Aug. 30, 
1947. 10 refs. 


The author treated with sodoku (rat-bite fever) 50 
cases of general paresis which had failed to respond to 
malaria. The technique is simple. The blood of an 
infected mouse, diluted with saline, is injected. A local 
inflammatory reaction, rarely an ulcer, develops within a 
fortnight. After an incubation period of 5 to 13 days 
(7 on the average) the temperature rises gradually to 
41° C. and subsides gradually after 2 to 5 days. Similar 
attacks follow after 3 to 16 days. After 6 attacks the 
infection is terminated with an injection of arsphenamine. 

The average period of survival after treatment is at 
least 9 years, which compares favourably with the results 
of malaria treatment. In approximately 50% of the 


cases the cerebrospinal fluid becomes normal. Sevenout ~ 


of 50 patients recovered completely; another 9 made a 
** social ’’ recovery; 4 could be discharged from hospital 
but remained ‘“‘ social”’ invalids. Some improvement 
was noticed in 13 patients who did not become fit for 
discharge. In view of the selection of cases the results 
are surprisingly favourable. E. Guttmann 
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1846. Physiology and Therapy of Convulsive Disorders. 
L. Effect of Anticonvulsant Drugs on Electroshock 
Seizures in Man 

J.E. P. ToMaN, S. Loewe, and L.S. GoopMAN. Archives 
of Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 58, 312-324, Sept., 1947. 8 figs., 16 refs. 


The authors refer to their previous experiments on 
animals in which non-toxic doses of anticonvulsant drugs 
modified the seizure pattern. A method of assay was 
developed on this basis. Efforts to extend their investi- 
gations to man by observing the effects of similar doses 
of such drugs in altering the seizure pattern of patients 
receiving electro-convulsive treatment (E.C.T.), and to 
examine the possibility of a simple method of assay by 
such means, form the subject of the paper. 

A 60-cycle A.C. instrument was used for E.C.T. 
The strength of the stimulating current ranged from 500 
to 750 milliamperes and the duration of the stimulus 
from 0-2 to 0-4 second. The various components and 
total duration of each seizure were timed to the nearest 
second. Twenty-two male and 14 female adult psychi- 
atric patients were employed as controls. The drugs 
were diphenylhydantoin sodium (dosage 0-4 to 0-8 g. 
daily for 4 days); phenobarbitone (0-3 g. daily for 1 to 
3 days); “‘ tridione ’’ (2-4 to 3-6 g. daily for 2 to 3 days); 
sodium bromide (6 to 9 g. daily for a week); “‘ mebaral ”’ 
(08 to 1:2 g. daily for 3 days); “‘ mesantoin’’ (0-4 to 
0-6 g. daily for 4 days). The lower dose of each drug 
was intended to fall within the customary range of anti- 
epileptic dosage and the higher dose to exceed this range. 

Before administration of drugs 67 shocks were 
observed in 36 patients. The mean duration of the 
seizure from the onset of the tonic phase was 36 seconds 
—range 17 to 43 seconds. No significant sex difference 
in the pattern or duration of seizures was observed. 
Difficulty was experienced in interpreting the so-called 
“subconvulsive response”’. This type of response and 
purely clonic and tonic-clonic seizures were employed 
in analysing the action of a drug. The ability of a drug 
to inhibit the appearance of the last type was used as the 
criterion of anticonvulsant action. 

Diphenylhydantoin consistently abolished the tonic 
phase. After non-toxic doses of phenobarbitone a tonic- 
clonic seizure could still be released, but an increase in 


the current or duration might be required for this. | 


Tridione did not increase the threshold for tonic-clonic 
seizures. Sodium bromide increased the threshold for 
tonic-clonic seizures in 3 out of 9 patients with tonic 
symptoms and in 1 other. In 2 of these, tonic-clonic 
seizures could be produced with maximum current and 
duration, but the tonic phase was shortened by 50%. In 
3 patients receiving mebaral the maximum dose (1-2 g.) 
for 3 days produced sedation and in 2 of these only 
psychomotor seizures were elicited. With lower doses 
no modification of the seizure pattern or threshold was 
observed. With mesantoin the threshold was increased 
in 5 out of 7 patients receiving non-toxic doses. The 
most consistent finding was the ability of diphenyl- 
hydantoin to abolish the tonic phase in man. It is 
unlikely that this is due to increase in seizure threshold, 
although abnormally low levels might be raised to normal. 


M—2N 


The drug may act by preventing the isolated intercon- 
vulsive discharges, evidenced by “ spikes ”’ in the electro- 
encephalogram, from attaining high frequency and 
spreading to normal cerebral tissue. Since adequate 
doses of tridione failed to alter the pattern or threshold 
of seizures, its value in petit mal is thought to depend on 
some other property than those investigated. The 
possibility of calculating the potency of these drugs in 
terms of a protective index is discussed. 
E. W. Anderson 


1847. Chronic Battle Neurosis Treated with Leucotomy 
W. SARGANT and C. M. Stewart. British Medical 
Journal (Brit. med. J.] 2, 866-869, Nov. 29, 1947. 5 refs. 


A man, aged 36, happy, good-tempered, hard-working, 
and somewhat sensitive before his illness, was exposed 
to severe battle stress from D Day till the autumn of 1944, 
when his tank received a direct hit. He escaped in a 
dazed state, with a small wound and fractured bone in 
his foot.’ While under treatment for his injuries he 
became increasingly nervous; he was transferred to a 
military neurosis centre, and after some months’ further 
treatment invalided with a small pension. He resumed 
his old work in spite of pains in his legs, lethargy, head- 
aches, irritability, and insomnia, but he became 
increasingly sensitive to criticism and irritable with his 
wife. Admitted to Sutton Emergency Hospital in 
August, 1946, he was mildly paranoid, hypochondriacal,. 
and tense under a superficial display of shallow affect. 
At least one expert considered him to be a hysteric with 
a compensation neurosis. 

In the course of 9 months he was given many hours of 
psychotherapy, a dozen therapeutic explorations of 
battle experiences with barbiturates or ether, electric 
convulsions alone or combined with insulin, barbiturates 
or insulin sopor twice daily to remove tension, and 
insulin comas to abreact traumatic material. 

Finally, in June, 1947, leucotomy was performed and 
he improved rapidly. Within 6 weeks of the operation 
he asked to return to work. After 3 weeks at home his 
wife reported that he was then as he had been before his 
illness—kind, considerate, good-tempered, and _ less 
sensitive. He did not mention the pains in his legs. 
He was still lacking in energy, and was inclined to 
“switch his interest of the moment too quickly ”. 
After the rest period the patient returned to work, and 
on Nov. 4, 1947, was stated to be working regularly and 
satisfactorily. His wife reports a few minor bouts of 
irritation; otherwise he remains thoughtful and con- 
siderate and has resumed his social contacts. 

[In view of the frequency of the so-called chronic 
battle neuroses, and the danger that leucotomy may be 
employed indiscriminately, one would have wished that 
this important case were published in greater detail, and 
after a longer follow-up period.] _ E. Guttmann 


1848. The Treatment of Psychoses and Psychoneuroses 

J. Bostock and B. J. Pxiwurs. Medical Journal of 
Australia (Med. J. Austr. 1, 1-7, Jan. 3, 1948. 6 refs. 
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VIRUS INFECTIONS 


1849. Experimental Immunization with the Virus from 
Primary Atypical Pneumonia 

M. D. Eaton and W. V. Herick. Journal of Infectious 
— [J. infect. Dis.] 81, 116-121, Sept.—Oct., 1947. 
6 refs. 


The virus of primary atypical pneumonia was main- 
tained in chicken embryos and used to immunize hamsters 
and cotton rats. After intranasal instillation of the 
virus a resistance to reinfection was demonstrated. 
Intraperitoneal injection of active and formalized virus 
also produced resistance. No degree of passive 
immunization was demonstrable after the injection of 
hyperimmune rabbit serum. Scott Thomson 


1850. Observations on the Epidemiology of Polio- 
myelitis in Glasgow 

T. ANDERSON. Glasgow Medical Journal [Glasg. med. 
J.] 28, 328-335, Oct., 1947. 2 figs., 23 refs. 


This paper is a general discussion of the epidemiology 
of poliomyelitis in the light of recent experience of the 
disease in Glasgow. It seems probable that the final 
number of cases in Glasgow in 1947 will not be far short 
of three-quarters of the total number of cases notified 
in the past 27 years. This high prevalence justifies a 
discussion of the possibilities: (a) that a new virus may 
have appeared; (5) that the virus normally present 
endemically may have acquired an increased power of 
attack; or (c) that the human herd may have become 
more susceptible because of some unknown environmental 
change. After commenting that “ it is fully realized that 
our comparatively scanty knowledge about poliomyelitis 
should encourage humility in dealing with its epidemio- 
logy ’’, the author proceeds to discuss these possibilities 
and the channels of infection. He inclines to the view 
that person-to-person infection, chiefly from healthy 
carriers and abortive cases, is the most important means 
of spread. Figures of age distribution of endemic 
(1920 to 1946) and of epidemic cases are compared and 
it is found that while the general pattern of age distribu- 
tion is the same for both, the endemic cases show a 
rather heavier concentration in the 1 to 4 years age 
group. The percentage of cases in those over 25 years 
of age is as high as 10-3 for epidemic cases compared 
with 2-1 for endemic cases. Among the interesting 
possibilities mentioned is that of an “ activator” of a 
virus normally present, on the analogy of swine influenza 
or herpes simplex. [This is one of the first epidemio- 
logical studies of the 1947 poliomyelitis epidemic in the 
United Kingdom to be published, and many more 
similar papers from other observers are to be expected. 
It will be of benefit to readers if this paper is used as a 
prototype.] W. H. Bradley 


1851. Poliomyelitis and Nasopharyngeal 
(Poliomyelitt og operative inngrep i nesesvelgrommet) 
J. Bor and A. KAss. Tidsskrift for den Norske Lege. 
forening [Tidskr. norske Legeforen.| 67, 485-487, 
Sept. 15, 1947. 10 refs. 


The authors report on a series of 526 cases of polio- 
myelitis treated in hospital between 1936 and 1946, 
Of these, 38 were of the bulbo-pontine or mixed forms, 
and 488 of the spinal type. The age distribution was as 
follows: 0 to 5 years, 188; 6 to 10 years, 131; 11 to 
15 years, 82; over 15 years, 125. Two of these patients 
had undergone tonsillectomy and 1 had had an acute 
mandibular infection 2 months or less before contracting 
poliomyelitis. One of the former, a woman of 19, 
developed the bulbo-pontine type of the disease and 
died within 24 hours of admission; the other 2 cases 
were spinal and recovered rapidly. The authors refer 
to suggestions that nasopharyngeal operations may 
facilitate the entry of the virus into the central nervous 
system, precipitating in particular the bulbo-pontine 
form of poliomyelitis, and observe that in the Bergen 
area catarrhal infections and operations on the naso- 
pharynx are very common. They conclude that if there 
is any risk of such operations predisposing to polio- 
myelitis it must be a very small one indeed. B. Nordin 


See also Section Microbiology, Abstracts 1649-50. 


1852. An Outbreak of Severe Infective Hepatitis in 
Burma 

J. F. Strokes and A. A. MILLER. Quarterly Journal of 
Medicine [Quart. J. Med.] 16, 211-236, Oct., 1947, 
20 figs., 69 refs. 


The authors describe an outbreak of severe acute 
infective hepatitis in South Burma in 1945-6, with 24 
fatalities in the first 1,200 cases and 10 more deaths in 
the succeeding five months. Of the 34 patients who died, 
7 were British, 17 Indians, 9 Africans, and 1 Japanese. 
All stages of hepatic necrosis and repair (nodular 
hyperplasia) were seen at necropsy. No reason for the 
undue severity of the outbreak could be found; nutri- 
tional deficiencies did not seem to be involved, in spite 
of careful search for them. J. W. McNee 


1853. Moderate Fats in Infectious Hepatitis: A New 
Concept Based on Recent Advances 
N. E. Retcu, D. L. Swartz, and P. BECKMAN. Ameri- 
can Journal of Digestive Diseases [Amer. J. digest. Dis.] 
14, 281-288, Sept., 1947. 39 refs. 


This paper shows that, in the light of recent clinical 
and pathological observations, a moderate fat- diet, 
containing about 200 g. daily, may be suitable in infective 
hepatitis. J. W. McNee 
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Soc. exp. Biol., N.Y.] 66, 249-250, Oct., 1947. 


1854. The Isolation of Herpes Simplex Virus from a Case 
of Polioencephalitis 

J. W. FisHeR and J. W. PATRICK. Canadian Medical 
Association Journal (Canad. med. Ass. J.] 57, 260-266, 
Sept., 1947. 29 refs. 


This paper reports the isolation of a strain of herpes 
simplex virus from the spinal fluid of a case of polio- 
encephalitis in the acute phase of the illness. The studies 


~ were made on pooled samples of two specimens of cerebro- 


spinal fluid taken at intervals of 5 days. Dilutions of 
tin2, 1 in 100, and 1 in 1,000 of the pooled cerebro- 

spinal fluid were injected intracerebrally into a large 
aker of guinea-pigs, rabbits, and mice. Clinical 
herpetic infections were produced in rabbits and mice 
from low concentrations of the spinal fluid, and final 
identification of the virus was made by cross-neutraliza- 
tion tests with a known strain (Bartleson) of herpes 
simplex virus and its homologous antiserum. Animal- 
protection tests were also carried out. Interference 
effects were encountered when attempts were made to 
adapt the virus in the cerebrospinal fluid to these animals 
at high concentrations. [The paper must be consulted 
for the detailed tabulation of the results.] 

A high level of neutralizing antibody was present in 
the patient’s serum at the time the cerebrospinal fluid 
contained the virus of herpes simplex, but a further 
increase in this level was not demonstrated. The authors 
therefore admit that they cannot definitely attribute the 
patient’s illness to the strain of virus isolated. An 
epidemic of poliomyelitis was present in the community 
at the time of the patient’s illness, from which he 
recovered without sequelae. [The clinical description 
of the case does not justify the diagnosis of “ polio- 
encephalitis” if this implies that the virus of polio- 
myelitis was the infecting agent. It would be better 
described as a case of meningoencephalitis of un- 
determined virus origin. It is unfortunate that serial 
estimations of the circulating antibodies to the herpes 
simplex virus were not made during the acute and con- 
valescent stages, as a rise in titre would have been 
significant evidence that herpes simplex was the causal 
virus. } J. MacD. Holmes 


1855. Isolation of Western Equine Encephalomyelitis 
Virus from Tropical Fowl Mites, Liponyssus bursa 
(Berlese) 

S. E. Suckin and E. M. Izumi. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
10 refs. 


The Western type of equine encephalomyelitis virus 
has been isolated from wild bird mites, Liponyssus bursa 
(Berlese), collected in the Dallas County, Texas area. 
At the present time the epidemiological role played by 
the wild bird mite and the chicken mite, Derman) ssus 
gallinae (DeGeer), from which the Western equine virus 
had been previously isolated, is unknown. The purpose 
of this report is to emphasize the importance of virus 
isolations from similar bird mites in two widely separated 
areas.—[Authors’ summary.] 
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1856. The Inactivation of Equine Encephalitis Virus by 
Mechanical Agitation 

W. F. McLimans. Journal of Immunology [J. Immunol.]} 
56, 385-391, Aug., 1947. 2 figs., 8 refs. 


Above pH 6-4 the eastern and western strains of 
equine encephalomyelitis are unaffected by mechanical 
agitation; below this pH, agitation, whether by bubbling 
oxygen, nitrogen, or helium through the liquid, or by 
mechanical shaking, leads to rapid inactivation of the 
virus. C. L. Oakley 


TYPHUS FEVERS 


1857. Red Fever of the Congo or Murine Typhus at 
Costermansville. (Fiévre rouge congolaise ou typhus 
murin 4 Costermansville) 

J. Japin. Annales de la Société Belge de Médecine 
Tropicale [Ann. Soc. belge Méd. trop.] 27, 231-240, 
June 30, 1947. 1 fig., 18 refs. 


The disease known as red fever of the Congo was for 
long believed to be dengue [though some thought that 
it might be a modified form of yellow fever]. There is 
now evidence to show that it is typhus. The Weil—Felix 
reaction is positive. Two strains have been isolated 
from patients at Costermansville in the Belgian Congo. 
These strains are said to belong to the murine variety. 
[No rickettsial agglutinations or complement-fixation 
tests were carried out.] G. M. Findlay 


1858. Diagnosis of Brill’s Disease (American Form of 
European Typhus Fever) by Skin Biopsy 

H. MENDELBAUM and G. HOLLANDER. American 
Journal of Medicine [Amer. J. Med.] 3, 315-322, Sept., 
1947. 2 figs., 25 refs. 


Three distinct types of rickettsial disease occur in the 
U.S.A.: Brill’s disease, the “‘ American form of European 
typhus ”’, in the north-east; murine typhus in the south- 
east; and Rocky Mountain spotted fever throughout the 
country. Whereas early diagnosis of any of these forms 
is essential if treatment is to be effective, clinical signs in 
suspected rickettsial disease may be difficult to interpret, 
even after the appearance of the rash. The serological 
tests ‘‘ are seldom of help until the third or fifth day, or 
longer, after the appearance of the eruption” and “ it 
is well known that a large percentage of cases will give a 
negative response to the Weil—Felix reaction” (sic). 
Many hospital laboratories, too, are not equipped to 
perform the newer rickettsial complement-fixation and 
agglutination tests. The authors therefore recommend 
biopsy of skin lesions as a diagnostic procedure, suggested 
originally by Frankel (Miinch. med. Wschr., 1914, 61, 
57) and again by Pinkerton in 1940. Although the 
extent of the damage varies with the type of rickettsial 
infection—being greatest in classical typhus—the essential 
lesions are similar in all and are pathognomonic; a 
proliferative endangiitis affects the arterioles, capillaries, 
and sometimes venules and is demonstrable, inter alia, 
in the cutaneous macules. 

A well-developed macule, with ample underlying 


tions, 
et) 

Lege. 
487, 

0lio- 
1946, 
orms, 
aS ag 
11 to 
tients 
acute 
f 19, 
and 
Cases 
refer 
may 
"vous 
ntine 
there 
olio- 
in 
al of 
947, 
cute 
1 24 
is in 
lied, 
1ese. 
ular 
the 
utri- 
pite 
2e 
New 
1eri« 
is.] 
ical 
liet, 
tive 
e 


548 


tissue, is excised, fixed in Regaud’s fluid, and stained by 
Giemsa’s method. The characteristic lesions are easily 
recognizable by an experienced pathologist, even in the 
absence of rickettsial bodies (often in Rocky Mountain 
spotted fever), since the proliferative endangiitis is diag- 
nostic [especially if the well-known nodes caused by 
mononuclear accumulations are demonstrable]. Two 
cases are described in which biopsy was useful in confirm- 
ing diagnosis. 

[The authors underestimate the reliability and practical 
utility of the Weil—Felix reaction (see Felix, Trans. R. 
Soc. trop. Med. Hyg., 1944, 37, 371).] 

E. H. R. Harries 


BACTERIAL INFECTIONS 


1859. Treatment of Diphtheria Carriers with Penicillin. 
(La profilassi penicillinica nei portatori di bacilli difterici) 
C. TorriceLyi and A. MontTAGNA. Lattante [Lattante] 
18, 474-492, Aug., 1947. 


A series of 414 children, the majority of them infants, 
were examined for diphtheria organisms. Of the 22 
strains recovered, 1 was a toxic Corynebacterium 
diphtheriae, 12 were non-toxic C. diphtheriae, and 9 were 
** pseudo-diphtheria ”’ bacilli. The gravis organism was 
isolated from a child who had a sero-sanguineous nasal 
discharge and was probably suffering from diphtheritic 
rhinitis. The other organisms came from the naso- 
pharynx of healthy carriers and from pus in 3 cases of 
chronic purulent otitis media. All 22 children were 
treated by the nasal or aural instillation of penicillin 
solution, 1,000 units per ml., 4 to 6 times a day for 
about 10 days. In each case treatment resulted in the 
disappearance of the organism. Jn vitro experiments 
with toxic C. diphtheriae and pseudo-diphtheria bacilli, 
and penicillin in concentrations of from 0-001 to 1 unit 
per ml., showed that 1 unit per ml. was bactericidal while 
higher dilutions were bacteriostatic. It is considered 
unlikely that toxic diphtheria bacilli are rendered only 
temporarily non-toxic by penicillin. Relapses are more 
probably due to bacilli which have escaped the action 
of penicillin. E. G. Sita-Lumsden 


See also Section Microbiology, Abstracts 1662-3. 


1860. An Analysis of 115 Cases of Pertussis Treated 
with Pertussis Antitoxin 

E. M. Worpen. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 57, 253-256, Sept., 1947. 8 figs., 
5 refs. 


In this investigation the material used was a combina- 
tion of an anti-endotoxin and an antibacterial serum 
prepared by the injection into rabbits of (a) bacterial 
vaccine and (5) pertussis endotoxoid. The rabbits 
respond rapidly to the bacterial vaccine and in 2 to 3 
weeks produce a serum with titres of up to 1 in 25,000. 
The response to endotoxoid is much slower, taking 2 to 
3 months. At the end of this time the animals are bled 
by intracardiac puncture. The serum is separated and 
the globulin fraction precipitated and reconstituted to 
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about one-eighth to one-quarter the volume. Pro. 
tective tests are carried out on mice by inoculation with 
two MLD of toxin and then protection with graded 
dilutions of serum. The product is put up in vials 
containing 10,000 units. 

In evaluating the results of treatment the effect on the 
severity and number of spasms of coughing was noted, 
After admission, each child was observed for 4 days and 
an accurate count of the number of spasms and their 
severity was made. A sensitivity test was carried out 
with 0-05 ml. of the antitoxin injected intradermally 
and if this was negative a full dose of 10,000 units 
(10 ml.) was given. In 23% of the cases there was no 


response; in 77% the effect varied from excellent to fair, 


depending on the dosage used, but in no case were the 
spasms of coughing completely eliminated. The length 
of stay in hospital was not shortened and the incidence 
of pneumonia was not lessened. Pneumonia developed 
in 24-3% of the cases and was successfully treated with 
sulphonamides or penicillin. No deaths occurred. 

J. MacD. Holmes 


See also Abstracts 1509, 1660. 


1861. Anthrax Meningitis. Report of a Case of 
Internal Anthrax with Recovery 

R. H. SHANAHAN, J. R. GriFFIN, and A. P. von AUERS- 
PERG. American Journal of Clinical Pathology [Amer. J. 
clin. Path.) 17, 719-722, Sept., 1947. 1 fig., 2 refs. 


The authors state that the incidence of meningeal 
involvement in anthrax is about 5%. From St. John’s 
Riverside Hospital, Yonkers, New York, they report a 
case in a male wool-picker aged 57, who was successfully 
treated with penicillin, sulphadiazine, and antiserum. 
The penicillin was given intramuscularly (a total of 
4,400,000 units in a week) and intrathecally (110,000 units 
in 6 doses), and was applied locally (in 1 in 4,000 solution) 
to the malignant pustule on the upper lip. A total of 
28 g. of sulphadiazine and 500 ml. of antiserum were also 
given. 

Bacillus anthracis was recovered from the local lesion. 
On the second day in hospital (third day of illness) 
there were signs suggesting cavernous sinus thrombosis, 
with some twitching in the arms and face, and pain in 
the back of the neck, but no meningeal signs. The 
spinal fluid was negative microscopically and chemically. 
Despite this finding ‘“ meningeal involvement was 
suspected and 30,000 units of penicillin were injected 
intrathecally”’. Eight hours later definite meningeal 
signs appeared, and a spinal puncture revealed a very 
cloudy fluid containing 3,500 cells per c.mm., 4-plus 
globulin, 1,200 mg. of protein, 700 mg. of chloride, and 
no sugar. Cultures of the blood, pus, and the first, 
apparently normal, spinal fluid were positive for B. 
anthracis. The organism was recovered from the 
purulent spinal fluid until the fourth day of treatment. 
From the fifth to eighth days the meningeal signs slowly 
disappeared and the temperature became normal. The 
scab dropped off the pustule on the fifteenth day, and the 
patient was back at work on the twenty-eighth day. 

[Presumably the first spinal puncture was performed 


=z 


— 


when a septicaemia existed and the organisms had 
penetrated the theca, but before any meningeal reaction 
to their presence existed—an exceptional moment in the 
course of the disease.] Maurice Mitman 


TUBERCULOSIS 


1862. Detection of Mycobacterium tuberculosis by 
Means of Fluorescence Microscopy 

G. O. A. Briccs and M. H. JENniIson. Tubercle 
[Tubercle, Lond.] 28, 189-192, Sept., 1947. 3 refs. 


Fluorescence microscopy as applied to Mycobacterium 
tuberculosis consists in staining the organism in direct 
films from sputum by means of an auramine-phenol 
instead of a fuchsin-phenol technique and examining it 
with transmitted light from an ultraviolet source of 
illumination with the necessary filter in the eye-piece. 
With the use of a low-power objective the bacilli are seen 
as minute brightly fluorescing rods against a dark greyish- 
green background. When a high-power objective is 
substituted the rods are comparable in size to the bacilli 
seen with an oil-immersion lens in ordinary microscopy. 
The field of view with fluorescence microscopy technique 
is therefore larger than that in the usual method of 
examination, and the following advantages are claimed: 
(a) a smear may be traversed at a greater speed than is 
possible with an oil-immersion objective in normal 
microscopy, since the brightly fluorescing bacillus readily 
attracts the eye; (b) a greater area of smear may be 
covered in a given time; and (c) less time may be spent 
in establishing positive findings. 

The authors have carried out an investigation in a 
sanatorium of 210 beds admitting all types of pulmonary 
tuberculosis, in order to test the value of the fluorescence 
method. A series of sputum smears were stained by the 
auramine-phenol technique (Brit. J: Tuberc., 1946, 111, 
98). After examination these films were then re-stained 
by a Ziehl—Neelsen technique described by Jennison 
(Bull. Inst. Med. Lab. Techn., 1946, 6, 87). A stop- 
watch was used to record the exact time spent in examining 
each smear by both methods, and negative results were 
recorded when the bacilli had not been found in 8 
minutes. Cultures were then made from these specimens 
of sputum in which: (a) the smear was negative by both 
methods, (b) the smear was positive by one method 
only, and (c) the smear by either method failed to 
present a clear-cut positive picture. Of 500 smears thus 
examined 44:-4% were positive with the fluorescence 
technique and 45-8% by the modified Ziehl—Neelsen 
method. Thus the modified Ziehl-Neelsen method 
yielded 1-4% more positive results with an expenditure 
of 6 seconds less time per smear, or an overall saving of 
50 minutes. Of the doubtful positive results obtained 
by one or other method, culture revealed more than 
double the number of positive results in the case of the 
Ziehl—Neelsen smears than in the other smears. The 
authors suggest that possibly only a superficial bacillus 
is seen by the fluorescence method, and that deep-lying 
bacilli are obscured by a combination of the potassium 
permanganate, the pus.cells, and the amorphous debris 
forming the sputum. A count by both methods on, a 
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limited number of smears tended to confirm this hypo- 
thesis. The total count, on the average, was twice as 
large by the modified Ziehl-Neelsen technique. 

S. Roodhouse Gloyne 


See also Section Hygiene, Abstract 1505, and Section 
Microbiology, Abstracts 1657-9. 


‘ 


1863. First Results of the Treatment of Tuberculosis by 
Streptomycin. (Premiers resultats du traitement de la 
tuberculose par la streptomycine). 

M. Cuauvet, Y. GosBaT, and H. Sutzer. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.] 77, 
989-1000, Sept. 13, 1947. 


Provisional results are given of treatment with strepto- 
mycin in 30 cases of tuberculosis at two Davos sanatoria. 
The two most interesting groups were 11 cases of pro- 
gressive pulmonary tuberculosis and 6 cases with lung 
cavities in which Monaldi drainage had been instituted; 
the other treated groups were very small. No control 
cases were provided. In the progressive pulmonary 
cases 1 g. of the drug was given intramuscularly daily in 
6 to 8 doses, a total of 28 to 77 g. only being administered 
on account of supply difficulties. The cases drained by 
Monaldi’s method were treated by local instillation of the 
drug. In almost all the pulmonary progressive group 
there was subjective improvement with gain in weight 
and reduction of fever when present. Radiological 
improvement was clearly shown in 5 cases, but in only 
2 did the sputum become negative; the infrequency of 
radiological regression and of sputum conversion js 
attributed to the short course of treatment. In 3 of the 
6 cases drained by Monaldi’s method the discharging pus 
became negative, as did the sputum in 4 cases; the 
behaviour of the cavities was equivocal. The authors 
regard these results as encouraging. They recommend 
streptomycin for the rapidly progressive types of pul- 
monary tuberculosis, particularly those unsuitable for 
other treatment, also for meningitis and miliary tuber- 
culosis. They consider local treatment, for example, in 
cases treated by suction drainage, to be promising enough 
for further trial. P. D’ Arcy Hart 


1864. Streptomycin in the Treatment of Draining 
Tuberculous Sinuses 

B. L. Brock. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 135, 147-149, Sept. 20, 1947. 
4 figs. 


Most impressive results followed streptomycin therapy 
in this series of 12 patients with 60 discharging tuber- 
culous sinuses between them. The sinuses had existed 
for an average of 24 months before the treatment; all 
but 2 originated in bone, 1 followed laparotomy, and in 
1 patient there were multiple sinuses in the ischio-rectal 
area. Four-hourly intramuscular injections of 0-3 g. 
were given for 90 days to 6 patients and for 120 days to 
the remainder. Eleven patients, some of whom were 
considered to be in a critical condition, showed striking 
and rapid improvement in general health. Discharges 
usually became thinner and less in amount within a few 
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days ; 15% of the sinuses closed within 1 month, a further 
15% in 2 months, 50% between 10 and 12 weeks, and 
20% between 13 and 20 weeks. Of the 60 sinuses only 
one was still discharging 8 months after the start of 
treatment. Removal of necrotic bone or cartilage and 
adequate drainage are essential by incision and evacua- 
tion of the pus if necessary. Several large cold abscesses 
in association with disease of the vertebrae had to be 
evacuated by open drainage in the groin or outer side of 
the thigh. 

No toxic effect sufficiently severe to necessitate dis- 
continuance of the drug occurred, but headaches were 
universal in white subjects (though none was complained 
of by negroes). Dizziness commonly developed in the 
third or fourth week and occasionally there was ataxia. 
Caloric tests regularly showed hypo-irritability which in 
several instances persisted for as long as 3 months after 
the end of treatment. Transient casts were found in the 
urine in 8 cases and in 4 there was eosinophilia. 

M. Stewart-Wallace 


1865. Streptomycin in the Treatment of Tuberculosis. 
Therapeutic Results Obtained at Si ion Tuber- 
culosis Institute. dia. Oeparreiav 
Ths dupatidcews. Ta 
év TH LiopavoyAew Oepamevtixa ata) 

S. PAPAEMMANUEL. topavoyAeov [Sismanogleion] 3, 
141-199, Aug., 1947. 


The records of 46 cases treated with streptomycin up © 


to May, 1947, are summarized; 5 were cases of tuber- 
culous meningitis and most of the others were cases of 
chronic pulmonary tuberculosis of various types. The 
dose was up to 1 g. daily; treatment was short because 
supplies were limited and the total dose given to each 
patient was only 20 to 40 g. There were no untreated 
control cases. Early satisfactory results are claimed in 
89% of the cases; clinical and radiological improvement 
was excellent in 74%. Toxic manifestations were few. 
The author believes that streptomycin was largely 
responsible for these good results. : 

[In the abstracter’s opinion, the design of this inquiry 
and the methods of analysis make it difficult to estimate 
accurately the value of streptomycin. The observation 
period was in most cases less than 3 months. The, 
admittedly difficult, task of assessing the proportion of 
improvement that might be due to causes other than 
chemotherapy is scarcely attempted.] 

P. D’Arcy Hart 


1866. Streptomycin in Experimental Tuberculosis. I. 
Its Effect upon a Well-established Progressive Tuberculous 
Infection in Guinea Pigs. 

W. STEENKEN and E. WoLINSKy. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 56, 227-240, Sept., 
1947. 6 figs., 22 refs. 


In guinea-pigs subcutaneous injections of streptomycin 
hydrochloride of 3,700 units or more per kilo main- 
tained for 6 hours or more a blood level of the drug 
sufficient to inhibit the growth of Mycobacterium tuber- 
culosis. In the following tests for the efficacy of strepto- 


DISEASES 


mycin therapy in tuberculosis, the animals received six 
4-hourly (later, four 4-hourly) injections daily. 

Thirty-four guinea-pigs were used, 8 of which had 
been vaccinated 10 weeks previously with an avirulent 
strain of M. tuberculosis. All 34 were inoculated with 
a virulent strain of this organism, and 7 weeks after this 
infection streptomycin treatment was begun in a number 
of the guinea-pigs. The administration of this drug 
was continued in some instances for 40 days and in 
others for 125 days. There were thus five groups of 
animals: (1) Vaccinated, treated 40 days; 4 guinea- 
pigs. (2) Vaccinated, controls; 4 guinea-pigs, 
(3) Non-vaccinated, treated 125 days; 7 guinea-pigs, 
(4) Non-vaccinated, treated 40 days; 7 guinea-pigs, 
(5) Non-vaccinated, controls; 12 guinea-pigs. When 
examined later the vaccinated animals had significantly 
fewer tuberculous lesions than the unvaccinated, and 
those receiving streptomycin had fewer lesions than those 
untreated. The beneficial effect of the drug was very 
evident in groups 3 and 4, in which the animals had lost 
much weight between the time of the infection and the 
time treatment was started. The treatment with strepto- 
mycin did not kill the bacilli, for all the guinea-pigs in 
which treatment had been stopped after 40 days harboured 
virulent bacilli in their tissues. Even of the 7 animals 
treated for 125 days, 5 still harboured virulent organisms. 
All these animals benefited greatly from the strepto- 
mycin treatment, but when it was stopped they developed 
a slowly-progressive, chronic type of tuberculosis. 

G. Payling Wright 
See also Abstract 1578. 


1867. Absorption Collapse in Primary Tuberculous 
Infection in Childhood 

S. GRAHAM and J. H. Hutcuison. Archives of Diseases 
in Childhood [Arch. Dis. Childh.| 22, 162-169, Sept., 
1947. 10 figs., 15 refs. 


This paper is devoted to observations of “ epituber- 
culosis ’”’ by the usual clinical, pathological, and radio- 
logical methods, with the addition in some cases 
of bronchography and bronchoscopy. The authors 
emphasize that the lesion is pulmonary collapse. Clinical 
signs did not often suggest collapse, but a history of 
wheezing or pertussis-like cough was considered signifi- 
cant. The right upper and middle lobes were most 
often affected, probably because the bronchopulmonary 


. node inferior to the eparterial bronchus may cause 


obstruction of the right upper or middle lobe bronchus. 
The mediastinum or trachea was displaced in 17 of 45 
cases, the diaphragm was not raised, and the ribs were 
not crowded. Obstructive emphysema was seen twice. 
Bronchiectasis developed in 4 patients. In some of the 
later cases bronchial obstruction was demonstrated by 
bronchography and bronchoscopy. [The 7 case histories 
and the reproductions of radiographs support the authors’ 
contention that these shadows are caused by pulmonary 
collapse due to bronchial obstruction.] Bronchoscopic 
removal of tuberculous granulation tissue does not 


‘appear to cause spread of the infection; bronchiectasis 


may develop in a lobe which*is allowed to remain 
collapsed. P. R. Evans 


oo 
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1868. Internal Pneumonolysis. Results in 393 Cases 
F. L. Wottaston. Lancet [Lancet] 2, 424-425, Sept. 20, 


1947. 


This paper gives brief details of an unselected series 
of 393 cases of pulmonary tuberculosis in which the 
induction of artificial pneumothorax was combined with 
thoracoscopy and the division of adhesions (internal 
pneumonolysis). The author advocates that the thoraco- 
scopy should be carried out if possible within 3 weeks of 
the induction of the pneumothorax when a pleural 
effusion is not likely to have developed. The results of 
the operation are tabulated. 

In 343 of the patients tubercle bacilli were present 
before treatment was begun, and 44 still had bacilli on 
discharge. Of the latter a definite focus of infection was 
noted in the other lung in 23; 8 had a thick-walled cavity 
in a completely free lung; in 8 collapse was incomplete 
owing to undivided adhesions; and in 5 there was 
obliteration of the artificial pneumothorax. A cavity 
was visible before operation in 372 cases and after 
discharge in 40. Pyrexia followed the internal pneu- 
molysis in 259 cases but usually subsided in less than a 
week; in only 37 patients did it last longer. Obliterative 
pleurisy was encountered in 5 instances. In 106 cases 
there was an effusion sufficiently large to require aspira- 
tion. Haemorrhage occurred in 42 cases but was never 
serious. Empyema was encountered in 26 patients. 

The author considers that this incidence of complica- 
tion compares favourably with that following artificial 
pneumothorax without pneumonolysis. 

S. Roodhouse Gloyne 


1869. Study of the Bacteriostatic and Bactericidal Power 
of Cod-liver Oil Fatty Acid Soaps on the Tubercle Bacillus, 
the Streptococcus, the Pneumococcus, and some other 
Micro-organisms. (Etude du pouvoir bactériostatique 
ou bactéricide des savons des acides gras de I’huile de 
foie de morue pour le bacille tuberculeux, le streptocoque, 
le pneumocoque et quelques autres microbes) 

J. and A. Hirscu. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur] 73, 904-906, Sept., 1947. 
3 refs. 


Emulsions of soaps of the fatty acids of cod-liver oil 
were bacteriostatic against streptococci and pneumococci 
in very high dilutions (1 in 9x 10® to 1 in 9x 10*) and 
bactericidal in lower dilutions. Against tubercle bacilli 
the action was less pronounced, the emulsions being 
inhibitory at 1 in 10,000 but lethal (after 10 days) at 
1 in 50,000. Bacillus subtilis, Bact. coli, typhoid and 
Shiga dysentery bacilli were refractory. 

P. D’Arcy Hart 


1870. Studies of Hepatic Function in Pulmonary Tuber- 
culosis 

A. Hurst, A. M. Mater, and S. A. LouGH. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 214, 
431-435, Oct., 1947. 10 refs. 


Hepatic function studies were done in cases of far- 
advanced pulmonary tuberculosis. In addition to static 
values for NPN [non-protein nitrogen], serum proteins, 


total cholesterol and cholesterol partition, prothrombin 
phosphatase bilirubin, urobilinogen, other studies were 
done such as Hanger’s cephalin cholesterol flocculation 
test, hippuric acid synthesis, and the 5-mg. serial brom- 
sulphalein test. Hepatic dysfunction was demonstrated 
in a large percentage of cases. The serial bromsulphalein 
test showed the greatest number of positive results. The 
most outstanding abnormalities were found in 2 patients 
with complicating amyloidosis.—[Authors’ summary. ] 


For B.C.G. vaccination, see Abstract 1508. 


RELAPSING FEVER 


1871. An Epidemic of Louse-borne Relapsing Fever in 
Kenya 

P. C. C. GARNHAM, C. W. Davies, R. B. HEtscu, and 
G. L. Timms. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.} 41, 141-170, Sept., 1947. 9 figs., 16 refs. 


This paper deals with the first recorded epidemic of 
louse-borne relapsing fever in East Africa, where the 
tick-borne variety is mildly endemic. The disease was 
introduced from South Arabia by passengers landed at 
Mombasa from an Arab dhow in Bebruary, 1945. By 
August it had spread by trade routes to the native reserves, 
where yellow fever was first suspected on account 
of the jaundice. Relative incidence was: men, 28%; 
women, 47%; and children, 25%. This was accounted 
for by the greater lousiness of women who wear short 
but voluminous pleated skirts and attend the corpse at 
funerals. 

Nearly 2,000 cases were reported, with a mortality 
among the untreated of 40%. The initial fever was 
sudden, with shivering and headache, and remained 
present for 5 to 6 days. It was generally remittent but 
fell most often by crisis. About one-third of patients 
had a relapse after 10 to 16 days, but never had more than 
two. Relapses were shorter and milder. Toxaemia 
caused mental and nervous symptoms, but in the few 
examinations of the cerebrospinal fluid no increase of 
cell content was noted. One monkey, however, developed 
the disease after being injected by what appeared to be 
clear and uncontaminated cerebrospinal fluid. Pregnant 
women aborted, but no congenital transmission was 
noted. Blood smears, thick and thin, stained by 
Giemsa or Field showed numerous spirochaetes about 
16 »« long during the initial fever, but few during relapses. 
A rising titre to Proteus (Kingsbury strain) was noted, 
but the Kahn, test was negative. Treatment was by 
neoarsphenamine intravenously (or “‘acetylarsan” intra- 
muscularly in children). Results were not spectacular 
but the drugs appeared to lessen mortality. Spirochaetes 
could be found up to 8 hours afterwards in the blood. 
The pathogenicity resembled that of Treponema carteri. 
Lice recovered from patients contained visible spiro- 
chaetes only after being kept for about 14 days. There 
thus appears to be a negative phase; this is found in the 
European and North African strains but not in the 
Abyssinian and Chinese varieties. Monkeys and white 
mice were the most susceptible animals, and relapses in 
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monkeys tended to be more severe than the initial bout. 
No cross-immunity with Treponema duttoni was observed, 
nor were the spirochaetes transmissible by ticks. 

The epidemic was soon controlled by restriction on 
travel, limitation of funeral ceremonies, and disinfestation 
of 100,000 natives and their clothing by means of 5% 
D.D.T. in kaolin. Clement Chesterman 


1872. Comparative Effectiveness of Penicillins G, F, K, 
and X in Experimental Relapsing Fever : 
M. C. CUMBERLAND and T. B. TURNER. American 
Journal of Syphilis, Gonorrhea, and Venereal Diseases 
[Amer. J. Syph.] 31, 485-488, Sept., 1947. 5 refs. 


Rats inoculated intraperitoneally with Borrelia novyi 
were bled at the height of infection and the pooled plasma 
was stored at—7-2° C. Twenty-four hours later selected 
Swiss mice were divided into groups of three and injected 
intraperitoneally with graded doses of crystalline penicil- 
lins, G, F, X, and K on seven schedules, with 2-5 to 60 mg. 
per kg. as a single dose. A control animal was included 
in each group, and counts of the number of spirochaetes 
seen in 3 minutes were performed on the blood of all 
rabbits 24 hours later. The average count in the 
untreated mice was 26, and an effective dose was con- 
sidered to be that _which would reduce the 3-minute 
count to 2 or less; this, in mg. per kg. of G, F, K, and 
X, proved to be 10, 30, 60, and 60, respectively. Ona 
‘gravimetric basis the relative therapeutic activities of G, 
F, K, and X were 100, 56, 22, and 35. Mouse tests 
against B. novyi are not considered to be as sensitive as 
those with the rabbit against Treponema pallidum, but 
nevertheless the different penicillins show the same order 
of effectiveness in the two tests. As the mouse is cheaper 
than the rabbit, the mouse test may have some value as a 
screening procedure. R. R. Wilcox 


PROTOZOAL INFECTIONS 


1873. The Excretion of Stilbamidine and some Related 
Compounds in Experimental Animals 

J. W. F. Hampton. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 41, 226-233, 
Sept., 1947. 16 refs. 


The urinary excretion of stilbamidine (4,4’-diamidino 
stilbene) and of its 2-amino, 2-hydroxy, and 2-iodo 
derivatives was studied in rabbits and rats. Stilbamidine 
was estimated fluorimetrically, and also by the glyoxal 
colour reaction with butanol extracts of alkalinized 
urine. Aminostilbamidine was estimated fluorimetrically, 
and by a modification of the diazotization method for 
sulphonamides. The iodo-compound was determined 
by the glyoxal reaction, and the hydroxy-compound by 
the yellow colour of the butanol extract; neither of 
these compounds was fluorescent. 

After single intravenous doses of 10 mg. per kilo in 
2 rabbits, only 0-4 and 1-1% respectively was detected 
fluorimetrically in the urine in 120 hours, and most 
appeared during the first 24 hours. Repeated doses 
produced a small constant excretion of drug after each 
dose, and again the total recovery was low. Groups of 


rats given 15 daily subcutaneous doses of 1 or 2 mg. per 
kilo did not excrete detectable amounts until five doses 
had been given, and a sudden rise in excretion occurred 
after the tenth dose. Similar rises in excretion were 
obtained after series of doses of 5 or 10 mg. per kilo 
of stilbamidine and of its derivatives, and indicate some 
degree of saturation of the animal, similar to that 
observed in man by Kirk and Henry (Ann. trop. Med. 
Parasit., 1944, 38, 99). A much lower proportion of the 
large dose was excreted than of the small dose, and the 
author suggests that a metabolic or absorptive process 
may destroy amounts of the drug in excess of a threshold 
concentration in the body. 

It is stated that results obtained by colorimetric 
procedures were twenty times greater than by the 
fluorimetric method [but no figures are presented]. A 
large part of the excreted drug must therefore be present 
as a non-fluorescent metabolite, formed possibly: 
(a) by saturation of the central double bond; (5) by 
substitution on one of the benzene nuclei with a group 
of negative dipole moment; or (c) by fission into two 
monoamidine molecules. The author did not succeed 
in isolating the metabolite for further investigation. 

L. G. Goodwin 


1874. Kala Azar in American Military Personnel. 
Report of 30 Cases 

H. Most and P. H. Lavietes. Medicine (Medicine, 
Baltimore] 26, 221-284, Sept., 1947. 10 figs., 23 refs. 


The authors estimate that between 50 and 75 cases of 
kala-azar occurred during the 1939-45 war among 
American military personnel. Of the 30 cases studied 
at the Moore General Hospital, Swannanoa, N. Carolina, 
15 originated in India and 15 from the Mediterranean 
littoral—21 patients were white and 9 coloured. The 
incubation period varied from 3 weeks in a case from 
Nice to 33 months after the last possible exposure. 
The disease was far from insidious in onset, rigors and 
fever causing the patient to report sick in all but 1 case. 
Fever during the course of the disease was intermittent, 
often with the typical daily double peak, but patients 
were not seriously toxic and the tongue was clean. In 
7 cases adenopathy was observed, but splenomegaly was 
invariable sooner or later and sometimes developed very 
quickly. 

After a detailed discussion of differential diagnosis the 
demonstration of Leishmania donovani is described. 
This was achieved by stained smears or culture in N.N.N. 
medium of material from spleen, liver, bone marrow, 
lymph node, or blood in diminishing order of frequency. 
The technique of splenic puncture is described; special 
points to be observed include avoidance of this method 
if clotting time is significantly prolonged, premedication 
with pentobarbital sodium, use of local analgesia, and 
the taking of pulse and blood pressure frequently during 
the ensuing 24hours. Leucopenia was early and marked, 
though leucocytosis occurred during any intercurrent 
septic infection. Sulphonamides and penicillin were 
effective in such cases, though somewhat tardily, and the 
leucopenia returned. The formol-gel test depended on 
the reduction in the serum albumin generally to below 
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4g. per 100 ml. and increase in the serum globulin (from 
2:5 to 8-9 g. per 100 ml. are the figures recorded). This 
test was not specific or always reliable. Sometimes it 
became positive during treatment. 

Treatment is summarized as follows: ‘* The drug of 
choice is neostibosan. A minimum of 5 g. (0:3 g. 
intravenously daily for 17 days) should be given to 

tients aS initial treatment or to patients who have 
relapsed from neostam or from smaller amounts of 
neostibosan. Subsequent treatment failures or relapses 
should be treated with larger amounts of neostibosan 
(0:5 g. daily for 20 days). Repeated failure after several 
adequate courses of pentavalent antimony may occur 
and such should be treated with stilbamidine. Relapses 
in other cases were primarily the result of the use of 
neostam or inadequate doses of neostibosan. 
patients were ultimately cured”. Clement Chesterman 


1875. Transitory Neurological Signs in Sleeping Sickness 
M. GELFAND. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.) 41, 255-258, Oct., 1947. 2 refs. 


Apart from the mental and personality changes in 
sleeping sickness neurological signs are unusual and may 
cause difficulty in diagnosis if they occur early. A case 
is described, probably Rhodesian, in which facial palsy, 
extensor plantar response, and swelling of the optic 
disk developed on the right side, these signs disappearing 
after a few days. The cerebrospinal fluid showed a 
considerable increase in cells and protein, but trypano- 
somes were not found at this stage. These were seen in 
large numbers in a specimen of spinal fluid withdrawn 
5 weeks later. This delay in diagnosis was due initially 
to failure to appreciate that transitory neurological signs 
may occur in sleeping sickness. J. L. Markson 


1876. A New Conception of the Pathogenesis of Chagas’s 
Disease (Trypanosomiasis Americana). (Novo conceito 
da patogenia da Doenga de Chagas ”’ (“ Trypanoso- 


‘miasis Americana ”’)) 


J. Munziand A. PENNA DE AZEVEDO. Hospital [Hospital, 
Rio de J.] 32, 165-183, Aug., 1947. 8 figs., 22 refs. 


This investigation at the Instituto Osvaldo Cruz aimed 
at establishing a new concept of the pathogenesis of 
Chagas’s disease based on the view that the lesions might 
be the outcome of a pre-existing state of sensitization, 
as opposed to the theory that the pathological changes 
were the result of mechanical or toxic action by the para- 
sites. It aimed at producing allergic reactions in experi- 
mental animals with lysates and desiccated dead cultures 


of Trypanosoma cruzi which had been freed from all _ 


trace of foreign protein in the culture medium by repeated 
washing, centrifuging, shaking, drying in vacuo, freezing, 
and other technical processes. Two rhesus monkeys 
were used as test animals and 2 as controls. Lysates and 
desiccated cultures were standardized in terms of weight 
of wet and dry culture material. To produce sensitiza- 
tion five intravenous injections were given at intervals of 
3 days; after an interval of 12 to 13 days, to allow sensiti- 
zation to develop, a provocative injection of desiccated 
culture was given, in 1 case intrapleurally, in the other 
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intrapericardially. There were no serious anaphylactic 
reactions. One monkey was killed 8 days and one 33 
days after this injection, the latter receiving a further 
three provocative injections in the interval. One control 
monkey received five sensitizing injections intravenously ; 
the other had one intravenous injection and three intra- 
cardial injections, but neither control animal received the 
further provocative doses; they were killed 11 and 12 
days after the last injection. 

Necropsy details of all 4 animals are given. Granulo- 
matous changes with giant cells and mononuclear - 
infiltration were found in the pleura and myocardium in 
the 2 test animals; the changes were similar to those seen 
in human cases of Chagas’s disease; more chronic 
involutionary, degenerative, and necrotic changes were 
present in the monkey killed after 33 days. Changes in 
other organs are to be the subject of a further communica- 
tion. In the controls no changes were observed. The 
authors deduce from this that the lesions in Chagas’s 
disease are not caused by a toxin in the parasite, but are 
due solely to the establishment of a specific state of 
sensitization to the parasite and result from the interac- 
tion of antigen and antibody in the tissues. They suggest 
that the allergic reaction occurs when the parasite changes 
to the leishmanial form in the tissues, multiplies, and 
becomes widely dispersed, and antibodies appear in the 
blood. A state of sensitization, similar to that produced 
experimentally, is then created in the tissues—particularly 
in the cardiac muscle—and the lesions result from the 
_antigen-antibody reaction there. J.J. Keevil 


1877. Balantidial Dysentery in Rodriguez and Its Treat- 
ment with Mercury Biniodide 
M. SHUN-SHIN. British Medical Journal (Brit. med. J.) 2, 


_ 417-418, Sept. 13, 1947. 4 refs. 


The author reports the results of treatment of 
balantidial dysentery with mercury biniodide. During 
1945, 10 cases of human infection occurred in the island 
of Rodriguez, a dependency of Mauritius, where every 
household keeps pigs and the sanitary conditions are 
unsatisfactory. The first patient, treated with mepa- 
crine, died, whereas the remaining 9, who were given 
mercury biniodide, were cured. The drug was 
administered intramuscularly in doses from 2-7 to 32 mg. 
according to the ages of the patients, which varied from 
3 to 63 years. In most cases the first injection brought 
about improvement, and as a rule a second injection 
completely cured the infection. While 2 patients relapsed 
after 6 and 10 months respectively, in some of the others 
no ciliates were detectable 7 months after treatment. The 
patients who relapsed lived under unhygienic conditions, 
and it is thought that they represented cases of rein- 
fection rather than of relapses. However, 1 case proved 
to be resistant to repeated intramuscular injections, but 
responded to an enema of 1 in 100,000 mercury biniodide. 
This difference in response is attributed to the presence 
of Balantidium coli in the lumen of the bowel, where it 
was inaccessible to the drug administered parenterally. 
In vitro tests showed that mercury biniodide in a con- 
centration of 1 in 100,000 killed the ciliates instan- 
taneously, while a 1 in 1,000,000 solution killed them in 
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from 15 to 30 minutes. This drug proved to be 10 times 
more lethal to the parasite than mercury perchloride, 
500 times more so than tartar emetic, and 100,000 times 
more so than methylene blue. It is suggested that the 
condition should be treated by intramuscular injections 
of mercury biniodide, except where the ciliates are also 
found in the lumen, when the injections should be com- 
bined with enemata containing the same drug. 


C. A. Hoare 
1878. A Toxoplasma Strain Isolated during Life from the 
Cerebrospinal Fluid of an Infant. (Een toxoplasma-stam, 


tijdens het leven geisoleerd uit de liquor cerebrospinalis 
van een zuigeling) 
J. FAVEL, P. VAN DER ELst, J. Winsser, P. H. VAN THIEL, 
and J. D. VeRLINDE. Maandschrift voor Kindergenees- 
kunde ([Maandschr. Kindergeneesk.| 16, 11-20, Jan., 
1948. 2 figs., 32 refs. 


Description of a case of toxoplasmosis in a 6-week-old 
infant. Toxoplasma could be demonstrated in the 
cerebrospinal fluid obtained by ventricular puncture 
during life. The strain has been isolated by intracerebral 
mouse inoculation and kept alive by serial mouse passages. 
Cross-neutralization tests (Sabin’s rabbit skin test) with 
human and monkey immune serum and cross-immunity 
experiments on rabbits indicated a close immunological 
relationship, perhaps an identity, of the strain with a 
toxoplasma strain isolated in the U.S.A. (Sabin).— 
[Authors’ summary.] 


MALARIA 


1879. Induced and War Malaria 

R. O. H6rinGc. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.] 50, 150-159, Aug., 1947. 
6 figs., 2 refs. 


In the spring of 1941 a party of 214 German soldiers, 
who had never previously been exposed to malaria, was 
stationed in the neighbourhood of Larissa, Greece, a 
highly malarious district. The unit was housed in old 
Greek barracks, built apparently without any screening 
and placed between the town and swamps containing 
numerous breeding grounds for anopheles. Some of the 
quarters had doors and windows facing the swamps, and 
the men sleeping in such quarters were the ones chiefly 
affected with malaria. No protection against mosquitoes 
was available, and the only means of prophylaxis was a 
daily dose of 0-3 g. quinine sulphate, which proved quite 
inadequate. The author considers that as no night work 
was done infection was contracted entirely in the night 
quarters. [The possibility of troops breaking out of 
barracks after sundown is not mentioned.] 

Of 214 men 112 were infected with benign tertian, 2 
with malignant tertian, and 2 with mixed malignant and 
benign tertian malaria. Only 96 cases of benign tertian 
malaria could be followed up and of these 74 relapsed. 
The probability is that all the infections occurred 
between the beginning of the malarial season early in 
June and July 22, when the unit was transferred to a non- 
malarious area in Russia; the first cases were reported in 
the latter half of June. 


At the beginning of August, 1941, the whole unit 
received a course of 0-3 g. mepacrine daily for 10 days 
after leaving the endemic area, and in June and July, 
1942, all malaria patients were given the followi 
course of treatment: 0-3 g. mepacrine daily for 7 days, 
2 days’ rest, 0-03 g. plasmochin (pamaquin) for 3 days, 
2 days’ rest, 0-3 g. mepacrine for 5 days. Finally, a 
6 weeks’ course of mepacrine, 0-12 g. daily, was given, 
while all patients whose relapse was confirmed micro- 
scopically received a routine mepacrine—pamaquin 
course. Relapses occurred from August, 1941, to 
November, 1942, the peak being in May, 1942 (35 cases), 

[No mention is made of any treatment while the men 
were in the endemic area beyond the routine daily 
quinine, and treatment of the primary attacks would 
appear to have been very slight.] 

The author compares his own experiences with those 
of James and Nicol in induced benign tertian malaria 
(Trans. R. Soc. trop. Med. Hyg., 1932, 25, 105 and 118). 
He considers that tendency to relapse is in proportion to 
the massiveness of infection and to the number of 
heterogeneous strains transmitted. The only way of 
suppressing relapses is by anti-mosquito measures, not 
by any form of chemotherapy; every second, third, or 
fourth infection prevented means avoidance of one, two, 
or three relapses later. Mepacrine has an effect on 
early (schizont) relapses but not on dormant sporozoites, 
as shown by the almost complete cessation of recurrences 
after August, 1941, and the recrudescence in 1942 when 
large doses of mepacrine were being given; this drug did, 
however, appear to diminish the incidence of recurrences, 
and also to delay their onset to the next year. The 
author is unconvinced that pamaquin has any beneficial 
action. C. F. Shelton 


1880. Periodic or Cyclically Recurring Phenomena of 
Vivax Malaria Intections 
P. PutTNAM, M. F. Boyp, and P. A. MEAD. American 
Journal of Hygiene \Amer. J. Hyg.) 47, 212-247, Sept., 
1947. 14 figs., 12 refs. 


The two parts of this paper endeavour to answer the 
questions: (1) Is there a rhythm in parasitaemia corre- 
sponding with the well-known cyclical trend in malaria 
paroxysms? (2) Is there a rhythm in the appearance of 
recrudescences? 

Evidence is based on a study of 70 white patients at 
the Florida State Hospital with naturally produced 
Plasmodium vivax infection predominantly of the McCoy 
strain. Each patient experienced a primary attack of at 
least 3 weeks’ duration. 

Daily parasite rates per c.mm. were plotted on a semi- 
logarithmic chart, on which was also marked every day 
on which the patient’s temperature attained 100° F. 
(37-8° C.). Points of reference for the time interval 
were: The date of inoculation, the date thereafter on 
which parasites were first detected in a thick blood 
smear, the date of clinical onset—that is, when the 
patient’s temperature was 100° F. or over, and the date 
of onset of subsequent recrudescences. Any rise of 
temperature of 100° F. or over after a remission of more 
than 2 days was called a recrudescence. The prepatent 
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period—that is, from inoculation day to day before 
finding parasites—varied from 7 to 18 days. The 
incubation period—that is, from inoculation day to day 
before fever—was 7 to 19 days. Thus parasites were 
ysually found on the day before fever. In a series of 

phs mean numbers of parasites per c.mm. were plotted 

inst days following the varying points of reference 
and the following conclusions were drawn, under the 
conditions of the experiments: (1) Parasites first appear, 
on an average, 12 days after inoculation, the density 
rising precipitously to a peak about 12 days later and 


' thereafter gradually diminishing. (2) A 12-day cycle is 


found in the parasitaemia of some groups, while a 16-day 
cycle is more apparent in others. (3) In cases with two 
broods (double tertian) a significantly higher count was 
noted on alternate days, suggesting a brood dominance. 
Of the 70 patients 40 had a total of 60 recrudescences 
during the 72-day interval of observation. Recrude- 
scences took place most often with a 12-day rhythm from 
the first appearance of parasites, corresponding to the 
peaks of parasitaemia. ‘“* Unfortunately,” remark the 
authors, “ this discovery does not resolve the paradox 
of the 12-day rhythm of relapses among the cases- with 
a 16-day cycle of parasitaemia’’. A recrudescence plus 
a remission usually covered 2 12-day to 13-day period. 
The general conclusion reached is that there is no 
obvious explanation of these cyclical phenomena, other 
than that of unknown aspects of the schizogonic cycle 
and intermittent activity of the host’s defensive 
mechanism. Clement Chesterman 


1881. An in vitro Study of the Mechanism Producing 
Rapid Diminution in the Parasitemia in Ducks Infected 
with Plasmodium lophurae 

R. H. RIGDON. American Journal of Hygiene [Amer. J. 
Hyg.] 46, 254-259, Sept., 1947. 3 figs., 7 refs. 


Experiments were undertaken with the object of explain- 
ing the fact that in ducks infected with Plasmodium 
lophurae a rapid diminution in the number of parasites 
takes place immediately after the peak of parasitaemia 
has been reached. This phenomenon, however, is not 
general in bird malaria. 

The accumulation of metabolites was considered a 
more likely cause than a rapid increase in the immune 
mechanism. Previous work had established that the 
number of parasites could be prevented from decreasing 
by the intravenous injection of large numbers of duck 
erythrocytes, and ducks kept in a 50 or 90% concentra- 
tion of oxygen showed a higher degree of parasitaemia. 
It was found, nevertheless, that citrated blood from an 
infected duck through which oxygen was bubbled for 
2 hours did not increase the parasite content of the blood 
when inoculated into young clean ducklings. On the 
other hand heavier infections were produced in young 
birds when blood similarly treated with carbon dioxide 
was used as the infective agent. The increased para- 
sitaemia is said to have varied with the carbori-dioxide 
content of the infected blood used. Adequate controls 
were used, with untreated infected blood. Nitrogen- 
treated blood made no difference, probably because 
nitrogen does not enter the erythrocytes. The author 


concludes that the plasmodia are apparently killed off 
by excess of carbon dioxide, and suggests that such 
factors should be studied in human malaria. 

Clement Chesterman 


1882. Acquired Paludrine-resistance in Plasmodium 
gallinaceum. I. Development of Resistance to Palu- 
drine and Failure to Develop Resistance to Certain Other 
J. WILLIAMSON and E. M. Lourie. Annals of Tropical 
Medicine Parasitology {Ann. trop. Med. Parasit.| 41, 
278-291, Sept., 1947. 28 refs. 


Drug-resistance is easily produced in trypanosomes 
or bacteria, but with one doubtful exception it had not 
previously been produced in malaria parasites. In fact, 
the authors had exposed strains of Plasmodium galli- 
naceum to the action of mepacrine, quinine, sulphadiazine, 
and compound 3349, respectively, in vivo for over 2 years 
and had not produced any increase of resistance to therapy. 
However, when a strain of this parasite was passaged 
through chickens treated with “ paludrine”’, a high 
degree of resistance was produced after 11 passages 
involving 75 doses in about 34 months. In a parallel 
series of experiments, a similar result was obtained. 
The paludrine-resistant strains were 20 times as resistant 
to paludrine as the normal parent strain. They were 
also resistant to a closely related compound—No. 4430— 
but not to mepacrine, quinine, sulphadiazine, 3349, or a 
series of other pyrimidine derivatives. The resistance 
persisted after passage of the strain through the mosquito 
Aédes aegypti. [Similar findings have been reported 
independently by Bishop and Birkett, Nature, 1947, 159, 
884.] Itis not yet known whether or not strains of human 
malaria can become resistant to paludrine; until the 
matter has been investigated this should not be assumed 
to occur. F. Hawking 


1883. A Preliminary Report of the Toxicity and the 
Associated Blood Concentrations of Paludrine in Labora- 
tory Animals 
R. Butter, D. G. Davey, and A. Spinks. British 
Journal of Pharmacology and Chemotherapy (Brit. J. 
Pharmacol.| 2, 181-188, Sept., 1947. 3 figs., 5 refs. 


The LD 50 of “paludrine”’, given in a single dose 
intravenously, is 60 to 80 mg. per kg. for chicks, 20 to 
30 mg. per kg. for mice, 40 mg. per kg. for rats, and about 
50 mg. per kg. for rabbits. When the drug is given by 
mouth, the LD 50 is 3 to 6 times as great as this. Chicks 
either die within 15 minutes of intravenous injection or 
not at all, but. with moderate doses mice and rats die 
only after a delay of 2 to 24 hours. Similarly in mice or 
rats, if a sublethal dose is given by injection 3 to 6 hours 
after the first sublethal dose the toxicity is additive and 
death often results. In chicks the toxicity is not additive. 
The tendency for toxicity to be additive in mice is not 
due to a long persistence of paludrine in the blood of 
these animals. When the chronic toxicity of paludrine 
was tested in rats it was found that a daily oral dose of 
50 mg. per kg. depressed growth, but that 30 mg. per kg. 
did not. There was never any indication in these experi- 
ments that paludrine had a toxic effect on the central 
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nervous system. In rats an oral dose of 30 mg. per kg. 
caused a peak blood concentration at 2 hours of approxi- 
mately 0-8 mg. of paludrine base per litre, and a dose of 
50 mg. caused a peak blood concentration (at 6 hours) 
of 1-4 mg. per litre. This level (which causes toxic 
effects in rats) is about the same as that recorded for 
man after doses of 500 mg. twice daily, a dosage which is 
well tolerated. Chicks tolerate a much higher blood 
concentration of paludrine than do rats or mice. With 
a given daily oral dose of paludrine (50 mg. per kg.) the 
concentration of the drug in the tissues of chicks is often 
10 times as high as that which follows the same dosage 
in rats. 

It is concluded that in mice and rats paludrine is 
probably catabolized into a substance which persists in 
the body and which is more toxic than the drug itself; 
much less of this toxic substance is (presumably) produced 
in chicks. Metabolism of paludrine in man probably 
resembles that in chicks. 

[Evidence has been given by the abstracter (Nature, 
1947, 159, 409) that paludrine exerts its antimalarial 
action in monkeys and fowls only after undergoing some 
metabolic change in the body. Clearly the metabolic 
changes which take place in paludrine are important.] 

F. Hawking 


1884. Mode of Action of “* Paludrine ”’ : 


P. B. MARSHALL. Nature (Nature, Lond.] 160, 463, Oct. 
4, 1947, 3 refs. 


Although “ paludrine” is inactive in vitro against 
malarial parasites (Tonkin, Brit. J. Pharmacol, 1946, 
1, 163; Hawking, Nature, 1947, 159, 409) it inhibits 
the oxidation of glucose, pyruvate, and lactate by washed 
chicken red cells parasitized by Plasmodium gallinaceum 
more powerfully than does quinine. Paludrine would 
seem, at least in part, to exert its antimalarial action by 
inhibiting the oxidation processes of the parasite, 
although it does not directly effect the anaerobic break- 
down of glucose to lactic acid. In comparative experi- 
ments with quinine the greater inhibitory action of 
paludrine is more marked at high than at low concentra- 
tion. Thus inhibition of oxidative processes may not 
play so great a part where therapeutic concentrations 
of the drug are concerned. G. M. Findlay 


For papers on the control of Malaria with Gammexane, 
see Abstracts 1612-13. 


AMOEBIASIS 


1885. Contribution to the Serological Diagnosis of 
Amoebiasis. (Contributo allo studio della sierodiagnosi 
nell’ amebiasi) 

G. Rita. Rivista di Parassitologia Riv. Parassit.] 8, 
113-118, June-Sept., 1947. 8 refs. 


This is an article of much interest. After quoting from 
the literature on complement fixation in amoebic dysentery 
from 1914, when Izar first studied it and used extracts 
of faeces rich in mucus and Entamoeba histolytica, to 
Craig’s use of cultures, the author records his own 


results in 63 cases of amoebiasis. His antigen was 
obtained in accordance with the technique of Craig ang 
Scott. Muco-sanguineous material containing many 
entamoebae from a soldier with acute dysentery was 
placed in a vessel; seven times the amount of absolute 
alcohol was added and the mixture kept in a thermostat 
at 45° C. for a fortnight, being vigorously shaken severaj 
times each day. By filtration at the end of this period 
a clear golden-yellow fluid was obtained. For use this 
was diluted 1 to 4 with physiological saline. 


The quantity of each reagent was 0°5 ml.: 0-1 ml. serum 
was made up to 0:5 ml. with saline; 0-5 ml. each of antigen 
(1 in 4 dilution), of aes (titrated before the test and 
twice the titre used), of haemolytic amboceptor, and of a 
5% emulsion of sheep’s red cells were used. After an hour 
at 37°C. the haemolytic system was added and the result 
read after another half-hour. 


The author has carried out the test on 63 patients with 
amoebic infection and on numerous controls, healthy 
subjects, and patients suffering from diseases other than 
amoebiasis. Of the 63, 14 had acute dysentery, 2 an 
amoebic hepatitis, and 47 various clinical forms of 
intestinal amoebiasis. In 1 of the patients with hepatitis 
the entamoebae were not found, but they were seen in 
all the others. Fifty-eight gave a positive result. Of the 
5 negative cases 2 had acute dysentery and 3 had mild 
intestinal forms. It is important to note that those with 
a positive Wassermann reaction also gave a positive 
result with this test, but that the reverse does not hold, 
for in 50 of these cases of amoebiasis the Wassermann 
reaction proved negative. In 12 patients kept under 
observation for “‘ a certain time during and after treat- 
ment”’ with emetine and “ stovarsol’’ or emetine and 
calomel [time not stated] the reaction remained positive 
for 20 to 30 days after examination of the faeces had 
failed to reveal any entamoebae. In 3 the reaction was 
still positive 2 months after the parasites were no longer 
seen, and all. 3 cases relapsed later; in other words, 
when the complement-fixation reaction persists this is an 
indication that the patient is not free of his amoebae 
(although none may actually be seen) and relapse is 
likely [? certain] to follow. © H. Harold Scott 


1886. The Elimination of Viable Bacteria from Cultures 
of Endamoeba histolytica and the Subsequent Main- 
tenance of Such Cultures 

L. Jacoss. American Journal of Hygiene [Amer. J. 
Hyg.] 46, 172-176, Sept., 1947. 9 refs. 


Studies in the physiology, strain differences, and 
immunology of Entamoeba histolytica have, up to the 
present, been vitiated by the uncontrollable factor of 
associated bacterial growth in the media used for their 
culture. 

The author has developed a technique for micro- 
isolation of single amoebic cysts, which can later be 
cultured in selected media. In these experiments cultures 
of amoebae were grown with pure Clostridium per- 
fringens, selected because of its susceptibility to penicillin 
and because it permits abundant growth of E. histolytica. 
For transplantation, a conditioned medium was pre- 
pared as follows: Bacterium coli was cultured for 24 
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hours on egg-slant Locke’s solution, then killed by heat 
at 56° or 65°C. Tubes of this medium with added dead 
bacteria and rice powder were used, and penicillin, 100 
to 200 units per ml., was added to some. E. histolytica 
trophozoites survived and possibly grew for 24 to 48 
hours in this medium, while the growth of live bacteria 
inoculated with the amoebae was inhibited by the 
penicillin, though not all bacteria were killed. Trans- 
plants from such cultures into similar media containing 
penicillin succeeded, however, in two instances in 
maintaining E. histolytica in vitro, after the elimination of 
Cl. perfringens, without other viable organisms, in 


1 case for 34 months and in the other for 24 months. 


Clement Chesterman 


1887. Oral Emetine in the Treatment of Intestinal 
Amebiasis 

B.C. SHRAPNEL. American Journal of Tropical Medicine 
[Amer. J. trop. Med.) 27, 527-544, Sept., 1947. 9 refs. 


In view of the fact that emetine has a specific and direct 
effect in vitro on Entamoeba histolytica, it was thought 
that oral administration of adequately coated tablets 
would be effective without provoking undesirable reac- 
tions. This method was accordingly employed in 
Panama in the treatment of 30 patients (25 adults) 
suffering from amoebiasis. Emetine hydrochloride was 
given in the form of “ enseals ” or enteric-sealed tablets, 
each containing gr. 4 (22 mg.) of alkaloid, and designed 
to release the contents in the large bowel 3 to 4 hours 
after ingestion. The standard course was two tablets 
orally three times a day for 12 days (total gr. 24 (1-56 g.) 
in 12 days) for adults, and a half of this dose over the 
same period for children. 

The results of treatment were assessed by: (1) daily 
microscopical examination of stools for amoebae; 
(2) daily cultures of stools for micro-organisms; (3) daily 
analysis of urine; (4) a blood count every third day; 
(5) electrocardiogram every third day; (6) proctoscopic 
examination before and after treatment; and (7) daily 
count of the number of stools passed. Nineteen adults 
and all the children were re-examined in from 2 to 9 
months after the original treatment; clinical cure was 
obtained in all cases, but 1 adult still had active amoebae 
in the stools 7 months after treatment. 

The results indicate that oral administration of emetine 
provides a concentration of the drug in the alimentary 
canal, which approaches the amoebicidal concentration 
without producing toxic reactions. C. A. Hoare 


1888. The Therapeutic Action of Some Known Amoebi- 
cides in Rats 

W. R. Jones. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.] 2, 217-220, Sept., 
1947. 3 figs., 4 refs. 


The action of emetine, chiniofon, ‘“‘ stovarsol” 
(acetarsol), carbarsone, and diodoquin was studied in 
young rats inoculated intracaecally with an emetine- 
sensitive strain of Entamoeba histolytica. The drugs 
were given by stomach tube, either as single doses 
administered 24 hours after inoculation or as a series of 
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five doses given 24, 30, 48, 54, and 72 hours after inocula- 
tion. A group of 24 animals was used at each dose level, 
and the result of treatment was assessed 6 days after 
inoculation by awarding scores according to the severity 
of the caecal lesions present in each rat. The average 
degree of infection for the group was calculated and the 
figure tested statistically for significant difference from 
the average degree of infection of a group of infected, 
untreated controls. [The method is set out in more 
detail in Abstracts of World Medicine, 1947, 1, 449.] 
Emetine and chiniofon were found to be the most active 
drugs, a finding which agrees with clinical experience in — 
acute amoebic dysentery in man. Stovarsol and 
carbarsone were effective in large doses, but with dio- 
doquin there was significant activity only when the drug 
was given repeatedly. L. G. Goodwin 


INFECTION DUE TO PARASITIC 


INSECTS 
1889. Constitutional Reactions and Maculae Ceruleae 
Attending Phthiriasis Pubis 


S. A. Sarpi and J.. FARRINGTON. American Journal of 
the Medical Sciences [|Amer. J. med. Sci.] 214, 308-311, 
Sept., 1947. 4 refs. 


Two cases are described which suggest that the pubic 
louse may produce febrile reactions caused by toxins 
introduced by its bite. Maculae ceruleae have for long 
been considered to be pathognomonic of phthiriasis 
pubis; these pigmented lesions are believed to be due 
to some reaction of the host to the parasite. 

A 20-year-old white single male entered the Cincinnati 
General Hospital on July 17, 1946, with a tentative 
diagnosis of “rheumatism”? and venereal disease. 
Pleuritic pain in the right chest had begun suddenly on 
July 13 and was followed by malaise, anorexia, and 
nausea. In addition, there had been a purulent urethral 
discharge and dysuria on July 12, for which 160,000 units 
of penicillin had been given over a 3-day period, resulting 
in the disappearance of the urethral discharge and dysuria 
on the second day of therapy. The patient appeared 
to be moderately but acutely ill. His skin was covered 
with a vast number of adherent, yellowish, or grayish 
specks which on microscopical examination proved to 
be pubic pediculi. Numerous small grayish macules 
were distributed over the chest, abdomen, buttocks, 
thighs, and upper arms. These lesions did not disappear 
on pressure. Many nits were demonstrable on the pubic 
hairs. The temperature was 101° F. (38-3° C.) and the 
pulse rate 80 per minute on admission, the former 
rising to 103° F. (39-4°C.) that evening. Further 
examination showed no other abnormality and the 
results of laboratory investigations were within normal 
limits except for a sharp leucocytosis with polymorpho- 
nucleosis. The patient received no specific therapy 
except general hygienic measures and the application 
of 10% thymol in olive oil for the pediculosis. On the 
sixth day he was asymptomatic and was discharged on 
the ninth day. The maculae, although somewhat faded, 
was still recognizable. 

In the second case a 15-year-old white male entered 


| 
was 

and 

was 
lute 
Stat 
eral 
riod 
this 
rum 
of a 
our 
sult 

vith 
thy 
nan 

an 

of 
itis 
in 
the 
‘ith 
ive 
Id, 
inn 
Jer 
at- 
nd 
ive 
ad 
/as 
er 
ds, 
an 
ae 

is 
es 
n- 

J. 
id 
of 
ir 
n 
1. 
4 


558 INFECTIOUS DISEASES 


hospital with a tentative diagnosis of poliomyelitis and 
a history of severe constitutional reaction for 3 days. 
The patient appeared mildly but acutely ill. On admis- 
sion his temperature was 102°8° F. (39-3°C.), pulse 
rate 76, and respirations normal. In the hair of the 
pubes, axillae, abdomen, and extremities numerous nits 
and a vast number of lice were seen. Over the chest, 
abdomen, buttocks, thighs, and arms numerous typical 
maculae ceruleae were found. The upper pole of the 
left tonsil showed a mild vascular injection and the 
tonsillar nodes were enlarged. The patient was treated 
with general hygienic measures and “ cuprex ’’, a copper 
~ galt in an organic solvent, was applied daily to all hairy 
portions of the body. The temperature became normal 
in 24 hours and the patient free from symptoms. At the 
end of the second day, however, the temperature began 
to rise and reached a maximum of 101° F. (38-3° C.). 
It was found that a large number of pediculi covered the 
lumbar region and buttocks; these were promptly elimi- 
nated. On the evening of the third day the temperature 
again became normal. He was discharged, free from 
symptoms and lice, on the tenth day. The maculae 
ceruleae had faded by the seventh day. 
Joseph Parness 
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1890. Measurement of the Concentration of Miracil in 
Biological Fluids 

A. L. Latner, R. V. Coxon, and E. J. Kine. Transac- 
tions of the Royal Society of Tropical Medicine and 
Hygiene (Trans. R. Soc. trop. Med. Hyg.] 41, 133-140, 
Sept., 1947. 3 figs., 4 refs. 


“Miracil D” (I-diethylaminoethylamino-4-methyl- 
thioxanthone) has been shown by German workers to be 
active against schistosome infections in laboratory 
animals. In view of the possible use of the drug in 
medicine methods have been worked out for its determina- 
tion in blood and urine. 

Blood concentrations may be determined by colori- 
metric measurement of the amount of bromothymol blue 
which will combine with the miracil extracted from blood 
with ethylene dichloride, or by determination of the 
yellow colour of the drug extracted from the sample. 
The second method is favoured by the authors, the tech- 
nique being as follows. Five ml. of oxalated blood, 
haemolysed with 10 ml. of water, is made alkaline and 
shaken out with two quantities of 25 ml. of ether. The 
combined ether extracts are washed with 0-5 N sodium 
hydroxide and then with water, and finally are shaken 
out thoroughly with a single quantity of 1 ml. of 0-04 N 
hydrochloric acid. The basic miracil passes into the 
acid, and is determined colorimetrically in a micro-cell 
holding 0-5 ml. A calibration curve is prepared with a 
series of known concentrations of miracil in blood 
subjected to the same procedure. For urine, the same 
principle is used, 50 ml. being shaken with 50-ml. 
quantities of ether, and the final extraction made with 
10 ml. of N hydrochloric acid. Figures are given for the 
blood levels in 2 rats and 2 rabbits after injection of the 
drug. The yellow material extracted from the urine 


excreted by the rabbits was composed partly of a metabolic 
product of miracil, which did not pass into the acid useg 
for the final extraction. It is suggested that, in tropicaj 
climates where the use of ether as a solvent is impractic. 
able, the extractions could be made with ethylene 
dichloride and 85% lactic acid. L. G. Goodwin 


1891. Experiments in Immunization against Ascaris 
Larvae by Full Strength Polysaccharide Antigen. (Onur 
HMMYHH3aUHH MpOTHB JIMYHHOK 
AHTHPEHOM) 

S. N. BABADZHANOV. Meguunuckas Ilapasutonorug 
[Med. Parasitol., Moscow] 16, No. 4, 34-38, 1947. 


A series of experiments were carried out in order to 
determine whether immunization of laboratory animals 
with full-strength polysaccharide antigens of Ascaris and 
other helminths prevented the migration of the larvae of 
A. lumbricoides in experimentally infected guinea-pigs, 
The antigens, obtained from Ascaris and Taenia saginata, 
were used in powder form, which is soluble in various 
solvents. The guinea-pigs were immunized intraperitone- 
ally with various doses of antigen, administered three 
times at weekly intervals, and 10 days after the last 
injection they were inoculated with Ascaris larvae bred 
in the laboratory. The results were assessed 48 hours 
after the infection by examination of smears from organs, 
histological sections, and of the intestinal contents. 
The experiments were preceded by toxicity tests, which 
showed that the lethal dose of ascaris antigen for mice 
was about 75 mg., while amounts above 50 mg. were 
toxic to guinea-pigs. The results are presented in tabular 
form, from which it is seen that the introduction of the 
ascaris polysaccharide antigen inhibits the migration of 
the larvae, whereas immunization with taenia antigen 
does not affect them. C. A. Hoare 


1892. Experiments in Passive Immunization against 
Ascaris Larvae by Antipolysaccharide Serum. (Onuit 
MacCHBHOH MpOTHB 
JIM4HHOK ChIBOPOTKON) 

S. N. BABADZHANOV. [lapasuronorua 
[Med. Parasitol., Moscow] 16, No. 4, 38-41, 1947. 


The author reports the results of experiments on the 
passive immunization of guinea-pigs with serum obtained 
from rabbits immunized with ascaris polysaccharide 
antigens. The rabbits were immunized by four intra- 
venous injections of antigen (30, 40, 50, and 60 mg.), 
and serum was prepared 10 days after the last injection. 
Each guinea-pig received 3 to 4 ml. of rabbit antiserum 
intraperitoneally, after which it was inoculated orally 
with 4,000 larvae of Ascaris lumbricoides. A complete 
helminthological examination was carried out 48 hours 
later. Of the 30 guinea-pigs used in the experiments 
10 were given the antiserum and 10 were given normal 
rabbit serum, while the remaining 10 served as controls. 
It was found that passive immunization of guinea-pigs 
with serum against ascaris polysaccharide antigen con- 
veys a resistance manifested by inhibition of the migration 
of the larvae, compared with the two control groups in 
which all the animals became infected. C. A. Hoare 
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1393. Study in vitro of Antibodies to Ascaris lumbri- 
coides, Produced in White Mice. (Msyuenne in vitro 
Ascaris lumbricoides) 

S. LEIKINA. Meguunucxas Ilapasutonorua [Med. 
Parasitol., Moscow] 16, No. 4, 25-34, 1947. 1 fig., 
9 refs. 


The author describes observations on the antibodies 
to Ascaris lumbricoides produced in experimentally 
infected mice. The object of these investigations was: 
(1) to determine whether the antibodies could be revealed 
in vitro by introducing Ascaris larvae into the serum of 
immunized mice; (2) to use this method for the follow- 
ing purposes: (a) demonstration of the presence of 


antibodies in blood of mice, both infected with ascarides © 


and vaccinated with ascaris antigens, (b) correlation of 
the amount of antibodies present in the blood of infected 
mice and the intensity of the invasion, and (c) determina- 
tion of the time of appearance of antibodies in the in- 
fected animal and of their persistence in the immune 
organism. 

The tests were carried out in hanging drops made by 
placing washed living Ascaris larvae with 2 to 3 drops of 
antiserum on a sterile coverslip, inverting this over a 
hollow slide, and sealing the preparation with petroleum 
jelly. The slides were incubated at 37° C., and observa- 
tions were made every 2 hours during the first 8 hours, 
and subsequently once a day. The sera of healthy mice, 
of those spontaneously infected with Hymenolepis 
murina (|H. nana var. fraterna] and normal saline were 
used as controls. 

The following results were observed. When living 
larvae of A. lumbricoides are introduced into the serum 
of mice immunized against this nematode—including 
both infected and vaccinated mice—precipitates are 
formed around the oral and anal apertures of the larvae. 
The oral precipitates appear in the form of a glassy, 
transparent, slightly opalescent mass, while the anal 
precipitates are finely granular. The precipitates do not 
appear in the serum of infected mice before the fifteenth 
day after infection and reach the maximum concentration 
on the twenty-first day, whereas in vaccinated mice they 
are manifested in vitro on the tenth day, reaching the 
maximum on the fifteenth day. The antibodies of 
infected mice apparently persist for only a short period, 
since no precipitation can be observed in the serum in 
vitro a month after infection. The amount of pre- 
cipitate formed in vitro in the serum of mice infected 
with Ascaris is directly proportional to the intensity of 
the invasion by these worms. C. A. Hoare 


1894. Treatment of Filariasis Bancrofti with 1-Diethyl- 
carbamyl-4-Methylpiperazine Hydrochloride (“ Hetrazan’’) 
D. SANTIAGO-STEVENSON, J. OLIVER-GONZALEZ, and R. I. 
Hewitt. Journal of the American Medical Association 
[J. Amer. med. Ass.) 135, 708-712, Nov. 15, 1947. 9 refs. 


Twenty-six Puerto Ricans, whose blood smears were 
found to contain microfilariae of Wuchereria bancrofti, 
were given 1-diethylcarbamyl-4-methylpiperazine hydro- 
chloride (“‘ hetrazan”’), orally, in doses varying from 


0-5 to 2 mg. per kilo body weight three times daily. 
The duration of treatment varied from 3 to 22 days. 
Comprehensive haematological and biochemical in- 
vestigations were carried out. Nightly blood smears 
were examined, the total number of microfilariae being 
estimated in three smears of 20 c.mm. of blood. Severe 
toxic reactions to the drug did not occur. Minor 
symptoms were experienced by some patients, especially 
those receiving the maximum dose, and in most cases 
occurred only during the first 48 hours, there being no 
need to discontinue treatment. These symptoms in 
order of frequency were fever, headache, general malaise, 
lumbar ache, anorexia, nausea and vomiting, painful 
nodular swellings, aching joints, weakness, cutaneous 
manifestations, pain in testes, shortness of breath, and 
abdominal pain. Symptoms such as fever, tachycardia, 
and tender nodular swellings were probably related to 
the filaricidal action of the drug. In 4 cases the swellings 
occurred in the limbs or spermatic cord, with accompany- 
ing lymphadenitis, and may have been at the site of dead 
adult worms. A leucocytosis was noted in all but 1 case. 
In all cases the microfilarial counts dropped markedly 
within 48 hours of treatment. Nine (34-6%) patients 
had negative blood smears after 48 hours, while the 
remaining 17 showed a marked decrease in microfilariae. 
In 13 (50%) patients, blood smears examined 8 to 83 days 
after treatment were negative. The effect of the drug 
on the microfilarial count was not related to the dose or 
duration of treatment. The authors conclude that the 
drug causes microfilariae to disappear rapidly from the 
blood and may also act on the adult worm. 

[While the evidence put forward is suggestive, there is 
unfortunately no mention of parallel observations on a 
series of contols. The ultimate efficacy of filaricidal 
drugs must of course be assessed on more conclusive 
evidence of their action on the adult worms. This 
ideally necessitates prolonged observation on patients 
removed from the possibility of reinfestation. The 
difficulty of obtaining such conditions in endemic areas 
is obvious.] J. L. Markson 


1895. Experimental Chemotherapy of Filariasis 

J. T. CULBERTSON. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.] 41, 18-54, Sept., 1947. 3 figs., 14 refs. 


INFECTIOUS DISEASES OF 
UNKNOWN ORIGIN 


1896. The Isolation of a Filterable Agent Pathogenic for 
Mice from a Case of Reiter’s Disease 

J. DUNHAM, J. Rock, and E. BeLt. Journal of Urology 
[J. Urol.] 58, 212-215, Sept., 1947. 1 fig., 8 refs. 


These workers successfully produced conjunctivitis in 
mice by intraperitoneal injections of filtered allantoic 
fluid previously infected with material from the urethra 
and conjunctiva of a 23-year-old white man suffering 
from Reiter’s disease, with conjunctivitis, urethritis, and 
arthritis uninfluenced by sulphathiazole, penicillin, or 
neoarsphenamine. Some scanty urethral discharge was 
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expelled into 5 ml. of heart infusion broth with 10% beef 
serum. A second specimen was obtained by inserting a 
conjunctival swab in the same medium. Both were 
frozen immediately and thawed at 37° C. in the laboratory 
before inoculation of 0-01 ml. into the allanotic fluid of 
12-day embryonated eggs, 12 eggs being used for each 
fluid. After sealing with paraffin they were incubated 
for 48 hours and then chilled in a refrigerator for 2 hours, 
the allantoic fluid was then extracted, pooled, and filtered 
through a Seitz filter. Twenty mice were inoculated with 
the material derived from the eye, 20 with that obtained 
from the urethra, and 20 served as controls. All were 
given, intraperitoneally, 0-1 ml. of one of four different 
saline dilutions of the allantoic filtrated—60% of the mice 
injected with material originating from a case of Reiter’s 
disease, and none of the controls, developed conjunctivitis. 
R. R. Willcox 


1897. Erythema Nodosum. (Erythema Nodosum) 

P. BLANKSMA. Nederlandsch Tijdschrift voor Genees- 
kunde [Ned. Tijdschr. Geneesk.] 91, 2341-2347, Aug. 23, 
1947. 14 refs. 


After reviewing the literature dealing with the aetiology 
of erythema nodosum, the author presents a statistical 
study of 480 cases (99 male, 381 female), found among 
30,000 records of persons who attended the District 
Welfare Centre for Tuberculosis at Groningen between 
1923 and 1945. The results of this study are summarized 
below: 


Age yd Tuberculous | Pirquet + | Pirquet — 
0-5 14 4 3 
6-10 44 26 12 
11-15 75 42 15 18 
16-20 103. 65 30 8 
21-70 244 112 92 40 
Total 480 252 153 75 


Among the 252 tuberculous patients the following 
types of infection were found: pulmonary tuber- 
culosis 112 (sputum-positive in 28), hilar tuberculosis 
125, pleurisy 78 (73 with effusion, 5 dry), meningitis 4, 
miliary tuberculosis 3. In 125 cases open contacts were 
traced. Twenty tuberculous patients with erythema 
nodosum died; in 1 case the death was due to meningitis, 
which appeared 1 month after the erythema. Among the 
75 tuberculin-negative patients 22 had enlarged hilar 
lymph nodes and 9 a definite Besnier—Boeck syndrome. 

A. Lilker 


1898. Vascular Lesions in Rheumatic Fever 

T. C. Larppry and J. B. O’NeILL. Quarterly Bulletin of 
Northwestern University Medical School (Quart. Bull. 
Nthwest. Univ. med. Sch.] 21, 211-217, Fall, 1947. 
7 figs., 13 refs. 


Lesions considered to be characteristic of acute rheu- 
matic fever have been described in the heart, aorta and 


other blood vessels, subcutaneous tissue, joints, lungs, 
and pleura. Changes in organs other than the heart 
are thought to be primarily vascular in origin, and thus 
rheumatic fever is considered to be a disease of the 
cardiovascular system. The specific lesion is the Aschoff 
nodule. 

Experimentally the lesions of acute rheumatic fever 
have been reproduced in rabbits by various techniques, 
In the development of hypersensitivity to horse serum, it 
has been noted that the nuclei of vessel muscle-cells may 
alter and be indistinguishable from the nuclei of Aschoff 
cells. Similar vascular muscle-cell changes were seen 
microscopically in sections from the heart taken from 
22 patients dying of acute rheumatic heart disease. In 
all, 56 cases were examined, 34 being control cases, 
Sections of the heart and other organs were examined 
microscopically after fixation in 4% formaldehyde and 
staining with haematoxylin and eosin. All the cases of 
acute rheumatic fever showed definite alterations of the 
muscle-cell nuclei of the small cardiac arteries and veins, 
with a striking resemblance to Aschoff cells. Such 
changes have not been reported before, and were not 
seen to a comparable degree in the control series. The 
changes were not observed in organs other than the heart. 

The fact that similar changes occur in the nuclei of 
cardiac blood vessels as part of a hypersensitivity reaction 
in rabbits and as a part of human rheumatic fever lends 
support to the view that allergy is an aetiological factor 
in rheumatic fever. [The conclusion drawn is only 
speculative, though the findings are suggestive. Vessel 
changes of a local nature may have a local cause of origin, 
though they may be part of a general sensitivity reaction.] 

D. P. Nicholson 


1899. Plasma-volume Determinations in Rheumatic 
Subjects during Oral Salicylate Therapy. Report of a 
Case with Severe Hemorrhage 

C. L. York and W. J. H. FiscHer. New England 
Journal of Medicine [New Engl. J. Med.] 237, 477-480, 
Sept. 25, 1947. 16 refs. 


This paper records a study of the plasma volume in 
6 patients with rheumatic fever and 1 with rheumatoid 
arthritis undertaken to check a suggestion by Jager and 
Alway that the plasma volume was increased during 
intensive salicylate therapy. In 6 cases prolonged 
salicylate therapy produced an average rise of 9% in 
plasma volume. In 1 case a big rise was associated 
with clinical evidence of increasing heart failure. The 
authors suggest that this rise is due to excessive sodium 
intake. It was also found that a plasma salicylate 
concentration of about 35 mg. per 100 ml. was associated 
with a reduction in prothrombin activity. In 1 case, 
described in detail, a marked hypoprothrombinaemia was 
the cause of severe haemorrhage and a corresponding 
reduction in plasma volume. Hi. F. Turney 


1900. The Incidence of Rheumatic Fever as Recorded in 
General Morbidity Surveys of Families 

S. D. Cotuins. Public Health Reports (Publ. Hith Rep., 
Wash.] Suppl. No. 198, 1-59, 1948. 21 figs., 36 refs. 
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